NHCTPYKIUA
IO MEAUIIUHCKOMY IPUMEHEHUIO JIEKAPCTBEHHOI'O ITPEITAPATA

HUpynun®

PerncrpanuoHHblii HOMep:
Toprosoe HauMeHOBaHUe: I/IpyHHH®
MexkayHapoaHOe HENMATEHTOBAHHOE UJIM TPYNNIMPOBOYHOE HAUMEHOBAHM e UTPAKOHA30J1

JlekapcTBeHHasi gopma: KarcyJibl

CocraB
CocraB Ha 0O/IHY Karicyiry
Htpakonasoia nemier 454 54 mr

[Heiicmsyrowee sewgecmso:

HtpakoHazon 100,00 mr
Bcnomozamenvhvie gewjecmea:

Caxapublie rpanyJbl (20#25) * 210,59 mr
['unpomennosa 120,00 mr
OcuosHo#t byTmi-Cononmmumep MeTakpriiata 15,00 mr
Makporosn 20000 (IToaus THACHTTHKOJIb) | 8,95 mr

Kancynet meepovie srcenamunosvie Ne () sorcenmozo yeema:

Turana auokcun (E171) 1,3333 %
Kpacutens xunonnHoBbIi xkentoiil (E 104) 0,9197 %
Kpacutens conmneunslii 3akat sxentsiii (E 110) 0,0044 %
Kenatun 1o 100 %

*Cocmag caxapHulx epanyn (Ha 00Hy Kancyiy)

Caxapo3a (30#40) 38,29 mMr

Caxapo3a 152,20 mr

Kpaxman KyKypy3HBbIii 19,14 mr

IToBupon K-30 0,96 mr
Onucanue

Kancyns xentoro mseta Ne 0. Cozpepkumoe Karcyi — ceprudeckue mneieTbl 6eI0ro win o4ty

0eJoro 1Bera.



dapmakoTepaneBTHYecKasi TPYNNa: TPOTUBOTPHOKOBBIC CPEICTBA CHCTEMHOTO JICHCTBHS;

MIPOU3BOJIHBIC TPUA30JIA.

Kon ATX: JO2ACO02

dapMakoJIOrniecKne CBOMCTBA
Dapmaxoounamuka

®_ CHHTCTHYCCKOC HpOTI/IBOFpI/I6KOBOG CpCACTBO HIMPOKOTO CIICKTpa ,Z[GflCTBI/I&I,

IIpenapar Upynun
COJEpIKAlllee HWTPAKOHA30JI, MPOU3BOJHOE TpHa3zoja. MexaHu3M JIEWCTBUS HTPAKOHA30J1a
3aKJII0O4YacTCA B I/IHFI/I6I/Ip0BaHI/II/I orocHuHTE3a SprocTepoyia — OCHOBHOIO KOMIIOHCHTA KJICTOYHOMH
MeMOpaHbl Tpuba, YYacTBYIOIIErO B MOJACPKAHUU CTPYKTYpHOW IIEJIOCTHOCTH MEMOpaHBI.
HapymeHHe CHUHTC3a 5procreposia NpuBOAUT K HBMCHCHUIO IIPOHUIIACMOCTHU MeM6paHbI " JIN3UCY
KJIETKH, YTO U 00yCIIaBIMBaeT MPOTUBOTPHUOKOBEII 3(peKT nmpemnapara.

WTpakoHa30i akTUBEH B OTHOILIEHUU UH(PEKLUH, BbI3bIBAEMbIX I'puOaMu:

Candida spp.(Bkmouast Candida albicans, Candida tropicalis, Candida parapsilosis u Candida
dubliniensis), Aspergillus spp., Blastomyces dermatitidis, Cladosporiun spp., Coccidioides immitis,
Cryptococcus neoformans, Geotrichum spp., Histoplasma spp., Bkmrowas H. capsulatum,
Paracoccidioides brasiliensis, Penicillium marneffei, Sporothrix schenckii u Trichosporon spp.
HtpakoHa30/1 Takke Mmokasasl akTUBHOCTh B oTHommeHuu Epidermophyton floccosum, Fonsecaea
spp., Malassezia spp., Microsporum spp., Pseudallescheria boydii, Trichophyton spp. u mpyrux
JPOKKEBBIX U TPHOKOBBIX MH(EKIUI.

Candida krusei, Candida glabrata u Candida tropicalis sBistiroTcst HauMeHee 4yBCTBUTEIBHBIME K
neiicTBUI0 uTpakoHasona Bumamu Candida. In vitro pox Candida HecKONBKO H30JMPOBAHHO
IMOKa3bIBaJl OJJHO3HAYHYIO PE3UCTCHTHOCTH K UTPAKOHA30IY.

OCHOBHBIMH THIIAMHU I‘pI/I6OB, Pa3BUTHEC KOTOPLIX HC IMOMABJISICTCA HUTPAKOHA30JIOM, SABJIAIOTCA
Zygomyces (Rhizopus spp., Rhizomucor spp., Mucor spp. u Absidia spp.), Fusarium spp.,
Scedosporium spp. u Scopulariopsis spp.

YceToHUnBOCTE K a30i1aM Pa3BUBACTCA MCIJICHHO W YaCTO ABJIACTCA PE3YJIbTATOM HECKOJIBKHUX
T€HCTUYCCKUX MYTaHHﬁ. OnucaHHbIE MEXAHU3MEI pa3BUTHA yCTOfI‘II/IBOCTI/I BKJIIOYAIOT B ceOst
runepakcnpeccuto rena ERG11, xonupyromero ¢gepment 14a-nemernnasy, KOTOPBIH sBISETCS
OCHOBHOW MWIIICHBIO JICHCTBUS a30iioB, W TouedyHble Mytammu ERG11, mnpuBogsmme k
YMCEHBIICHHUIO CBA3BIBAHUA q)epMeHTOB C a30JIaMH W/WIH K AKTUBAIIMKU TPAaHCIIOPTHBIX CUCTEM, YTO
NIPUBOJINT K YBEJIMYCHHIO BHIBEIEHHS a30510B. Habmronanack nepekpectHas ycroitunBocth Candida
Spp K npcraparaMm rpymniibl a3oJIOB, XOTsd YCTOﬁqHBOCTB K OJHOMY Hpfcrapary 3TOH rpynIibl HE

00s13aTeIbHO O3HAYAeT HAJWYMEe YCTOMYMBOCTA K JPYTUM TIpemaparaM TPYyMIbl a30JI0B.



Coob6mainock o mrramMax Aspergillus fumigates, ycToiiunBbIX K HTpaKOHA30ITy.
Dapmakokunemuka

MaxkcruMaibHasi KOHLEHTpalus UTPaKoHa30Jla B ILIa3Me€ JOCTUTaeTcsl B TeueHue 2—5 9 mocie
nepopanbHOro npuema. Benencreue HenuHelHON papMaKkOKMHETUKY UTPAKOHA30J1 HAKAIUIMBAETCS
B IIJJa3M€ KPOBM IIPM MHOTOKPATHOM IpueMe. PaBHOBECHAsl KOHLIEHTpalMsl MTPaKOHA30Ja, Kak
IIpaBWJIO, JOCTUTrAeTCd B TEUEHUE IMPUMEPHO 15 aHEH, mpu ATOM 3HAYEHUS MaKCUMAalbHOMN
kourenrpauud  (Cmax)  WTpakoHasonma  coctaBmstor 0,5  wmir/mia, 1,1 Mrr/mMa u
2,0 MKI/MJT COOTBETCTBEHHO MocJe nepopaibHoro BeeAeHuss 100 mr 1 pa3 B nenp, 200 mr 1 pa3 B
nenb, 200 mr 2 pa3a B feHb. KoHe4HbIH Tepro noayBbIBeIeH s 00bIYHO cocTaBiseT 16—28 1 npu
OJIHOKpaTHOM Ipueme u 34—42 4 npu MHOrokpatHoMm Ipueme. KoHleHTpauusi uTpakoHas3ojia B
IUIa3Me KPOBU CHMYKAETCS 10 MPAKTUYECKH HEOIpeNesIieMOro 3HaueHus B TedeHue 7—14 nHei
1ocjae IMpeKpalleHus] Teparnuud B 3aBHUCHUMOCTH OT Ha3HAYEHHOM 03Bl U IPOJOJIKUTEIbHOCTU
neuenus. OOmiee cpeqHee 3HAUEHHE KIMPEHCA WTPAKOHA30Jla B IUIa3Me MPU BHYTPUBEHHOM
BBEJICHUU cocTaBisieT 278 mur/mMuH. KimpeHc uTpakoHas3ona yMeHbIaeTcss npu 0ojiee BBHICOKUX
7103aX B CBA3M C HACBILIEHUEM IIyTell ero MeTaboau3aluy B IEUCHH.

Abcopoyus

Wtpakonaszon ObicTpo abcopbupyercs mociie npuemMa BHYTpb. MakcuMmalbHblE KOHILIEHTpalUU
HEU3MEHEHHOT0 UTPAaKOHA30JIa B IJIa3M€ JOCTUTAIOTCS B TeUeHue 2—5 4 mociie NepopajbHOro
npuemMa Karicyibl. AOCOTIOTHAsE OMOJOCTYIMHOCTh WTPAKOHA30Ja TOCJIE MEePOPaTbHOrO IpHeMa
coctraBisier okoyio 55 %. Ilpu mepopanibHOM NpPUMEHEHHMHM MaKCHUMayibHasi OMOIOCTYIHOCTH
UTPAKOHA30J1a OTMEYAETCS IPU MIPUEME KaIlCyJl cpa3y MOCIE ebl.

BcacbiBanue WTpakoHa30Jla B KalCyJlax CHM)KEHO Yy NMAIMEHTOB C MOHMKEHHOM KHCIOTHOCTBIO
KEITyI0YHOI'0 COKa, HallpuMep, Ha (hoHe mpHeMa MpenaparoB, MOAABISIONIUX CEKPELHIO COISTHOM
KHCIIOTBI B JKelyJKe (TakKuX KaK aHTaroHUCTbl H2-rMCTaMUHOBBIX PELEeNTOPOB, MHTUOUTOPHI
IIPOTOHHOW TOMIIBI), MJIM Yy HAlMEHTOB C axJOprujpuel Ha (oHE pPa3IUYHBIX 3a00JIeBaHUM.
BcacbiBanne wWTpakoHa3ojla HATOIIAK Yy TAaKUMX NALUEHTOB YBEIWYMBACTCS IIpU IpUEME
UTPAKOHA30J1a B KalcyJax, OJHOBPEMEHHO C KUCJIBIMH HalUTKaMH (TaKMMH Kak HEIUeTHYecKas
koza). [Ipu nmpueme utpakoHazona B Karcyiax B Ao3e 200 M 0JHOKpAaTHO HATOIIaK COBMECTHO C
HEAUETUUYECKOM KOJIOM II0CiIe IPEeIBAPUTENIBHOTO IMpuUeMa aHTaroHucra Hz-TMcTaMuHOBBIX
pELeNITOPOB PAaHUTHUIMHA BCACBIBAHWE HTPAaKOHa30ja OBUIO COMOCTAaBUMBIM C BCACHIBAHUEM
UTPAaKOHA30J1a B KaIcCyJjax MpH MprueMe TOJIbKO JaHHOTO Mpernapara.

DKCNOo3ULIMs UTPAKOHA30ja HIKE MpU MpHUeMe UTPaKoHa3ojda B BHUJE KalCyJ MO CPaBHEHUIO C
9KCIIO3ULIMEN UTPAKOHA30JI1a IIPU ITPHEME TOU K€ 103bI B BUJIE pacTBOpaA ISl IpUeMa BHYTPb.
Pacnpeoenenue

Utpakonazon Ha 99,8 % cBs3piBaeTcs ¢ OelkaMM IUIa3Mbl, B OCHOBHOM C albOyMHUHOM
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(TMOPOKCHUUTPAKOHA30J CBSI3bIBAeTCA C ambOyMuHOM Ha 99,6 %). Taxxke oTMEueHO CPOACTBO K
qunuaaMm. B HecBs3aHHOM BHE B Ijia3me octaercs Toibko 0,2 % wurpakoHazona. Kaxymumiics
oobeM pacnpenenenus >700 1, 4TO CBHIACTEIBCTBYET O €r0 3HAUYMUTEIBHOM paclpe/eieHuu B
TKaHsAX. KOHIIEHTpaluu B JETKUX, MMOYKAX, KOCTAX, KeIyJKe, Celie3eHKe W MBIIIax B 2—3 pasza
BbIIIIE, YEM COOTBETCTBYIOIIME KOHIICHTPAIMH B IIa3Me, IPU 3TOM KOHIEHTpaIus IMpernapara B
TKaHsX, COJEPKAIINX KepaThH, 0COOCHHO B KOXKE, TPUMEPHO B 4 pa3a MPEeBBIIIACT KOHIIEHTPAIIHIO
B 1u1a3Mme. KoHleHTpalys B CHUHHOMO3IOBOM YKMIKOCTH 3HAUUTEIBHO HUKE, YEM B IJIa3M€E KPOBH,
TEM HE MeHee OblIa MPOJEeMOHCTPUPOBaHa 3(PPEKTUBHOCTh UTPAKOHA30JIAa IPOTUB BO3OYIUTETICH
MH(DEKIHA, TPUCYTCTBYIOIINX B LIEPEOPOCTTMHATILHOM KUAKOCTH.

Memabonusm

Kak Obu10 mokazano B mccienoBanusx in Vitro, CYP3A4 sBnsercss OCHOBHBIM H30(EepMEHTOM,
Y4acTBYIOUIMM B MeTa0oiau3Me uTpakoHa3ona. IMTpakoHazon moaBepraercsi aKTUBHOMY
MeTabonu3My B MEYEHH ¢ 00pa30BaHUEM MHOKECTBa MeTa0onuTOB. OCHOBHBIM METa0OIUTOM
SIBJISIETCSI TUAPOKCUMTPAKOHA30JI, KOTOPBI iN VItro obsagaeT npoTHBOrPHOKOBOI aKTHBHOCTHIO,
COIIOCTaBUMOM € UTpakoHa30J0M. KOHIIEHTpaluy ruApOKCUUTPAKOHA301a B IJIa3Me IPUMEPHO B
2 pa3a npeBbILIAIOT KOHLIEHTPALMIO UTPAKOHA30J1a.

OKckpeyus

WtpakoHa3on BBIBOAUTCS MPEUMYIIECTBEHHO B (JOPME HEAKTHBHBIX META0OJIUTOB 4epe3 MOYKHU
(35 %) u yepes kumeyHuk (54 %) B TeueHUE OJHOMN HEAENH IMOCIe MpHeMa pacTBopa Uil prueMa
BHYTpb. [loueuHas sKckpenus HTpaKkoHa30Jja U €ro akTHBHOI'O METab0IMTa THAPOKCUUTPAKOHA30J1a
cocraBisieT MeHee 1 % OT 103kl IIpenapaTa, BBEIEHHOM BHYTpUBeHHO. Ha ocCHOBaHUU pe3ybTaToB
u3yueHus papmakokuHeTuku 4C-MeueHOro mpemaparta nocjie nepopajabHOTO IPHEMa BHIBECHUE
HEUM3MEHEHHOT0 UTPAKOHA30J1a Yepe3 KUILEYHUK BapbUpyeT oT 3 % 110 18 % npuHATON N03BI.
[Tockonbky mnepepacHpenesieHne WTpaKoHa3ojda W3 TKaHeH, coaepikKaluX KepaTuH, SBISIeTCS
HE3HAYUTENIbHBIM, BBIBEJIEHHE MTpPAKOHA30Jla M3 OSTUX TKaHEH CBS3aHO C pereHepanuen
snuaepmuca. B otnuune ot mia3Mbel KpOBH, KOHLIEHTpALMs UTPAKOHA30J1a B KOXKE COXPAHSETCS B
TeyeHne 2—4 HeJenb Mocie MpeKpalieHus 4-HelIeTbHOro JICUCHHs], a KOHIIEHTpAIis B KepaTHHE
HOTT#, TJIe€ UTPAKOHA30J MOXET ObITh OOHApyXeH yxe uepe3 | Helenro mociie Hayaja JIeYeHHs,
COXpaHseTCsA N0 KpalHeW Mepe B TEYEHUE IIECTH MECSALEB MTOCIIE OKOHYaHUs 3-MECSYHOIO Kypca
JICYEHUS.

Ocoovie kamezopuu nayuenmog

Iayuenmul ¢ Hapywenuem ynKyuu neveHu

WtpakoHa3on mNpeuMyIIECTBEHHO MeTaboiu3upyercs B IedeHH. B xoae wuccrienoBaHus
(hapMaKOKUHETHKU CpaBHUBAIM (PapMaKOKMHETHYECKHE IOKa3aTeld MAlMeHTOB C IHPPO30OM

NEYCHU U 3JO0POBBIX ,Z[06pOBOJIBI_ICB. YV manueHToB ¢ OUPPO30OM IICUCHU ITPU OAHOKPATHOM IIPUCMC



100 Mr uTpakoHa30J1a CpeIHsAsS MaKCHMallbHAs KOHIIEHTpAIis uTpakoHasosna B miasme (Cmax) Oblia
3HAYUTENbHO HUXeE (Ha 47 %), ueM y 310pOoBbIX NanueHToB. CpeHui Mepro/l MOIyBbIBEACHHUS MIPH
npueMe OJHOKPATHOH /1035l ObLI YBEIMYEH Y MAIIMEHTOB C IUPPO30OM MEUYEHHU M COCTABIISLI B ATOM
uccnenoBannu 37+17 4 mo cpaBHeHHI0 ¢ 1645 4 s 310poBBIX J00poBONbLEB. CpemHsis
OKCIO3MIIMSA HTpaKoHa3zosa (IUIONaab II0J KPUBOWM «KOHIEHTpamus — Bpems», AUC) Obuia
AQHAJIOTMYHOM y MAalMEHTOB C IMPPO30OM IIE€YEHH U Y 370pOBBIX 100pOoBOJbIEB. [laHHBIE O
JUINTEIbHOM MPUMEHEHMH UTPAKOHA30Jla y MAlMEHTOB C LIHUPPO30OM IEYEHH OTCYTCTBYIOT (CM.
paznenbl «Crnoco0 mpuMeHeHus U 103b» U «OcoOble yKazaHUs»).

Iayuenmsi ¢ Hapywenuem yHKyuu nodex

JlaHHbIE O MEpPOpPAILHOM NPUMEHEHUM MTPAKOHA30J1a JJIs JICYEHUs NALMEHTOB C HapyILICHUSIMHU
(GYHKIIUHY TOYEK OTPaHUYCHHBI. Y MAIlMeHTOB C ypEeMUEH, Y KOTOPBIX CPEAHHI KIHUPEHC KPEaTHHUHA
cocranisn 13 mn/mMuH X 1,73 M2, cucteMHoe Bo3zieiicTBre utpakonaszona (AUC) GbLIO HECKOIBKO
HI)KE MO0 CpPaBHEHHUIO C OCHOBHOW momyJjsinueil. He BBIABICHO 3HAYUTEIBHOTO BIIHSHUSA
reMOJIMaIN3a WIN JUITMTEIBHOTO TMEPUTOHEATBHOTO IHajin3a, IMPOBOJUMOIO B aMOyJIaTOPHBIX
YCIIOBUSIX, Ha MOKa3aTenu papMakoKHHETUKH UTpakoHa30ia (Tmax, Cmax 1 AUCo-gu).

[Tocne ogHOKpAaTHOTO BHYTPUBEHHOTO BBEJEHUS IpernapaTa KOHEYHBIN MEePHO/| MOITYyBbIBEICHUS
UTPAKOHA30J1a y MAllMEHTOB C HE3HAUMTEJIbHBIM (ONpEIEseTCs B MCCIEAOBAaHUU KaK KIUPEHC
kpearnauHa 50—-79 mu/mMuH), cpennuM (kaupeHc kpeatnHuHa 20—49 MiI/MUH) WK BBIPaKEHHBIM
HapymieHneM (QyHKIuMU Toudek (KiIMpeHc KpeathHuHa <20 MJI/MUH) CXOJHBIM C TaKOBBIM Y
3JI0OPOBBIX JIO/IEH (Mama3oH CpeAHMX 3HaueHUi 42—49 4 no cpaBHeHMIO C 48 4 y MAIMEHTOB C
HapymeHusIMU GyHKIUH TTOYEK U 3I0POBBIX T0OPOBOJIBIIEB COOTBETCTBEHHO). OOIIIast IKCIIO3UIIHS
WUTpPAaKOHa307la, Ha OCHOBaHMU OIeHKM Tokazatens AUC Oblia CHIKEHAa Yy TMAalMeHTOB C
YMEPEHHbIMU M BbIPR)KEHHBIMU HapylleHUsMH (yHKIMM modek npumepHo Ha 30 % u 40 %
COOTBETCTBEHHO, 10 CPABHEHMIO C MMAallUEHTaMH, Y KOTOPHIX (PYHKIIMS [TOYEK HE HapyIICHa.
JlaHHbBIE O JJIMTENBHOM HCMOJIb30BAaHUM UTPAKOHA30J1a MAllMEHTAaMU C HapyLUICHUSMH (QYHKIHMH
IIOYeK HeNoCTymnHbl. [IpoBeneHne nuanusa HE BIMSAET HA MEPHOJ NOJYBBIBEIECHUS WU KIUPEHC
UTPAaKOHA30J1a WU TUAPOKCUUTPAKOHA30A.

Jemu

JlanHble 0 (papMakOKMHETUKE WTpPaKOHa30jla y MAalMEeHTOB JIETCKOIO BO3pacTa OrpaHUYEHHBI.
Knunnueckue uccnenoBanus (papMakOKMHETHKH Y JIETeH U MOAPOCTKOB B BO3pACTE OT 5 Mecs1IeB
1o 17 net mpoBOAWIUCEH C MPUMEHEHHEM UTPAKOHA30J1a B KaICyiaxX, pacTBOpa JUIs IpUeMa BHYTPb
U pacTBOpa JJIsl BHyTPUBEHHOTO BBeAeHUs. VIHIMBUyaabHbIe 03B IIpenapaTa B (opMe Karcyn U
pacTBopa I MpueMa BHYTpb BapbupoBasiv OT 1,5 mo 12,5 Mr/Kr/neHs npu npuemMe OJuH WIH JIBa
pa3a B aeHb. IIpu mpueme npenapara B OJHOW M TOW € CyTOYHOM J03€ [1Ba pa3a B JCHb IO

CpaBHCHHIKO C TMIPpUEMOM OJHWH pa3 B MACHb MaKCHMAJIbHAd W MHHHUMAJIbHAA IIJIa3MCHHAA



KOHIICHTpAIKs ObLIa COMOCTABUMOI C TAKOBOH y B3POCIIBIX MAI[HEHTOB MPH MPUEME UTPAKOHA30J1a
OJIMH pa3 B JieHb. He ObL10 3aperucTprupoBaHo CyIeCTBEHHBIX BO3PACTHBIX Pa3InUni MoKa3aTeleit
AUC wutpakoHasona u ero oomero KIMpeHca; B peIKuX ciaydasx HaOlroganach He3HAYHTEIbHAsS
B3aMMOCBSI3b MEXJIy BO3pPAcTOM MAI[MCHTOB M 3HAUCHHSIMH O00ObEeMa pacrpeieicHHs pernapara,
Cmax ¥ KOHEYHOT'O TICPHO/Ia [TOJIYBIBEACHHUS. Y CTAHOBIICHHBIN KJIMPEHC HTPAKOHA30J1a K €ro 00beM

pacrpeaciiCHus 3aBUCAT OT MAaCChI T€Jia IMallMCHTOB.

Iloka3anus k NMPUMECHEHUIO

— TlopaskeHue KOXKH U CIIM3UCTBIX 000T0YCK:
- BYJIbBOBarMHAJIbHBIA KaH/IU]I03
- OTpyOCBUIHBIN JIUIIIAMA
- JIEpPMaTOMHUKO3BI
- KaHJIUJ03 CIM3UCTON 000JIOUKHU MOJIOCTH pTa
- TpUOKOBBIH KEpaTUT
—  OHHXOMWKO3BI, BEI3BAHHBIC JEPMATOPUTAMH /U JIPOKKETIOOOHBIME IprOaMu
— CucreMHBIC MUKO3HI:
- CHCTEMHBIH aclepruiie3 ¥ KaHIua03
- KPUINTOKOKKO3  (BKJIIOYAasi  KPUITOKOKKOBBIM ~ MEHHUHTHUT): y  TAlUEHTOB C
MMMYHOACHHUIIUTOM M Yy BCEX MAI[UEHTOB C KPUITOKOKKO30M IIEHTPAJIbHOW HEPBHOM
cucTeMsl Tpenapar UpyHuH® 0IKeH HA3HAYATHCS TONMBKO B CIIydasX, €ClIM HperapaThl

MepBOW JIMHHUHM JICUEHUS HE MPUMEHUMBI B JAaHHOM CiIy4ae Ui He 3 PeKTUBHBI
- TUCTOILIa3MO3

- 0JIaCTOMHKO3
- CTIOpPOTPHUXO03
- TapaKOKIHIUOUIOMHKO3

- poYre pC€aAKO BCTPECUHAOIINECA CUCTCMHBIC NI TPOITNYCCKNUC MUKO3bI

IIpoTruBoONOKA3aHUSA

- ['urepuyBCTBUTENFHOCT K HTPAKOHA30ITY HITH BCIIOMOTATEIbHBIM BEIIECTBAM

- CoBMecTHOE TNpHMEHEHHE HTpaKOHa3zoyla ¢ IpernaparamMu — cyOcTpaTtamu u3odepmeHTa
CYP3A4 wmoxeT yBenmMUMBATH KOHIEHTpAIMIO Ipemnapata B IIa3Me, YCHJIMBATh WM
MIPOJIOHTUPOBATh TEPANEBTUYECKUNA U HexenaTeabHble 3P(PEKThI, KOTOPbIE MOTYT BbI3BaTh
MOTEHIMAFHO OMAacCHYI0 CUTyanuio. Hampumep, MOBBIICHWE KOHIEHTPAIMH B IJIa3Me
HEKOTOPBIX TpernapaToB MOJXKET BBI3bIBaTh yIIMHEeHWEe wuHTepBana QT u cepaedHyro

TaXUapuTMHUIO, BKJIKOYad Cllydanu I[BYHaHpaBHCHHOf/'I BepCTCH006pa3HOﬁ )KCJI}UIO‘-IKOBOFI



Taxukapauu, daraabHOW aputMuu  (cM. pazaen «BzaumomeucTBHE ¢ IpYTHMH

JIEKapCTBEHHBIMU CPEICTBAMM)

OnHoBpeMeHHBIN TpueM mpenapaToB — cyocrtpatoB nzopepmenta CYP3A4 (cm. pasmen

<<B3aHMOHeﬁCTBHe C ApyYIMHU JICKApCTBCHHBIMU CpeI[CTBaMI/I))), TaKHX KakK:

JIEBaLlETUIIMETA/10H, METAJIOH;
JU30MHpaMu, J0(ETHIINA, IPOHEAAPOH, XUHHU/IUH;

TEJIMTPOMHIIMH Y NALUEHTOB C HAPYIIECHUAMHU (PYHKIIUH IOYEK WK ITEYECHHU TKEII0M
CTEIIEHHU;

TUKarpesop;

ranodaHTpuH;

acTeMH30J1, MMU30JIaCTUH, Tep(eHaauH;

AJIKAJIOUbl CIIOPBIHBYU: TUTHIPOIPrOTAMUH, SPrOMETPUH (IPrOHOBUH), SPrOTAMUH,
METHIISPrOMETPUH (METUIIPIOHOBUH ), AJIETPUIITAH;

UPUHOTEKaH;

Jypa3uJoH, MHAA30jaM JUIsl [E€pOpalbHOIO IMpHUeMa, MHMO3UJ, CEPTHUHIOI,
TpHa3oJiaM;

oenpunni, GeroaUNIH, JTEPKAHUIUTTHNH, HUCOJITUITHH;

WBaOpaIvH, paHOJIA3HH;

AIUIEPEHOH;

LU3aMPUJ, JOMIIEPHJIOH;

JIOBaCTaTHUH, CHMBAaCTaTUH, aTOPBACTATUH;

(be30TepoaAMH y MAIMEHTOB C HEJOCTaTOYHOCTBIO (DYHKIMHM TOYEK WM MEeYEeHU
YMEPEHHOM  WIM  TSKEJNOM  CTENeHH, Cconu@eHaluuH y  ManueHTOB ¢
HE/I0CTaTOYHOCThIO (YHKLIMU TOYEK TSKEJIOM CTeNEeHW M C HEeJI0CTaTOYHOCThIO
(GYHKINHU IEYeHU YMEPEHHOM WM TSHKETION CTENeHH;

KOJIXMIUH Y MAlIUCHTOB C HAPYIICHUAMU (1)YHKIII/II/I IIEYCHHU UJIH II0YECK

XpOHI/I‘{eCKaﬂ cepAcuHasd HEAOCTATOYHOCTb B HACTOANIECC BpCMA HIIM B AHAMHC3C (33.

UCKITIOYEHUEM Tepanuy >KU3HEYTPOKAIOIIUX UM IPYTUX omacHbIX MHpeknuil. CM. pa3aen

«Oco0bIe yKa3zaHHs)

HCHepeHOCI/IMOCTB (I)pyKTO3LI, ZLC(I)I/II_II/IT CaxapaSBI/I/IBOMaHBTa3LI, TJIIOKO30-TaJIaKTO3Has

ManbabcopOIus

Jerckuii Bo3pacT A0 3 jeT

bepemMeHHOCTD (32 HCKIIIOUEHHEM CITyYaeB, YIPOXKAIOMIUX >KU3HU, W €CIU OXKUJIaeMbIi

MOJIOKUTEIbHBIN B(I)(beKT IJIL MaTepu PCBLIIIACT BO3MOXKHBIN Bpea A nnona) U TpyaAHOC



BCKapMJIMBaHUE
C 0CTOpPOKHOCTHIO

- IIpy runepuyBCTBUTEIBHOCTH K APYTUM a3051aM

- [Ipu uupposze nevenu

- [Ipu TsKENBIX HapyIIEHUSIX QYHKINU EYEHU U MOYeK
- VY NOXKUJIBIX MAaUEHTOB

— 'V gereii (cM. Takke pazaen «OcoOble yKazaHHsD»)

IIpumeHeHnne npu 6epeMEeHHOCTH U B MEPUO/] TPYIHOT0 BCKAPMJIUBAHHUSA
bepemennocmo

Ipenapar Upyuun®

HE JOJDKEH MPUMEHSThCS NMpU OEpeMEHHOCTH, 3a UCKIIOYEHHEM CIy4aes,
YIPOXKAIOMUX JKU3HU, M, CCIU OXKHUIAEMBIA MMOJIOXKHUTCIBHBIA dPPEKT UIsi MaTepu IMPEBBIIIACT
BO3MOXHBIN Bpe[l U1 TJI0/1A.

B noxnuHMYeckux uccienoBaHusaX ObUIO MOKa3aHO, YTO UTPAKOHA30J 00JIaqaeT pernpo yKTUBHOM
TOKCUYHOCTBIO.

JlaHHBIX 00 WCIOJNIB30BaHUHM HMTPAKOHA30JIa B IMEPHOJA OCPEMEHHOCTH HEAOCTaTouHo. B xonme
KIIMHUYECKOT0 TPUMEHEHUS TIperiapara Mmocje perucTpaiy ObUTH OTMEUEHBI CITyYad BPOXKICHHBIX
aHoManuii. Takue ciay4yau BKIIIOYAIM HApyIICHUS Pa3BUTHs 3pEHUS, CKEJeTa, MOYENOJIOBOH U
CepJICYHO-COCYIUCTON CHUCTEM, a TaK)KE XPOMOCOMHBIE HAPYIIEHUS M MHOXECTBEHHBIE MOPOKH
pasButus. OQHAKO, SABISETCS JIU NMPUMEHEHHE UTPAKOHA30JIa MPUYUHON BOSHHUKHOBCHHS JAHHBIX
HapyIIeHW, JIOCTOBEPHO HE YCTAaHOBJIEHO. OIHUJIEMHUOJIOTHICCKUE JIaHHBIE B OTHOIICHHUH
BO3JICHCTBUSl WUTPAaKOHA30j7a B MEPBBIM TpUMECTp OEpEeMEHHOCTH, B OCHOBHOM Yy TMaIlMEHTOK,
MOJTy4aBIINX KPATKOCPOUHYIO TEPAIHUIO MO TOBOJY BYJIbBOBATMHAIBHBIX KaHMI030B, HE BBISBUIIH
MOBBIIIICHHOTO PUCKA PAa3BUTHS BPOXKICHHBIX AHOMAJIHIA TI0 CPAaBHEHUIO ¢ KOHTPOJILHOM TPYIIIOH,
HE TIOJIBEPTaBIICICS BO3CHCTBUIO HA OJTHOTO M3 U3BECTHBIX TEPATOTEHHBIX (PaKTOPOB.
JKeHIMHAM JETOPOJAHOTO BO3pACTa, NPMHUMAIOMUM npernapaT MWpyaun®, HeoOXomumo
MCIOJIb30BaTh aJIEKBaTHBIE METOIbI KOHTPAIECHIINHN Ha MPOTSHKEHUH BCEro Kypca JIeUeHUs BILIOTh
710 HACTYIIJICHUS IEPBOM MEHCTPYaIUH.

Ilepuoo epyonoco eckapmausanus

C rpyAHBIM MOJIOKOM BBIBOJMUTCS OYE€Hb HEOOIBIIIOE KOJINYECTBO UTpakoHaszoma. [Ipu HazHaueHnn
npenapara Upynun® xeHIuHaM, KOPMSIIHIM TPYAbI0, HEOOXOAMMO B3BELINBATE MIPENOIAraeMoe

COOTHOLICHHUCE ITOJIB3bI U PUCKOB. B ci1ydac COMHEHHI KCHIIMHA JOJIKHA OTKAa3aTbCd OT KOPMIICHUA

TPY/bIO.



Cnoco0d npumMeHeHunst u

A03bI
®

st onTuManbHOM abcopOIuu Tmpenapara HEoOXOAMMO TpHHUMATh mpernapatr WUpyHuH® cpasy

II0CJIC €AbI. KanchIH CJICAYCT IJIOTATh LCJIUKOM.

IToxa3zanmue Jo3a IIpopo/KUTEILHOCTD JIeYeHU st
BynbpBoBaruHaJILHBIN KaHIUI03
M 200 mr 2 pa3a B CyTKH 1 nenn
WJIn Wi
200 mr 1 pa3 B cyTku 3 nHA
OTpyOeBHUIHBIN JHIIIANA 200 mr 1 pa3 B cyTku 7 nHeu
JlepMaTOMMKO3bI TIaKOU KOXH 200 mr 1 pa3 B cyTku 7 nHeu
WJIn W
100 mr 1 pa3 B cyTku 15 nueit
[Topaxxenus 200 mr 2 pa3 B CyTKH 7 nHen
BBICOKOKEPATUHU3UPOBAHHBIX WIH WIH
obmacteii  KOXHOTO  TOKpoBa, 100 mr 1 pa3 B cyTku 30 nueit
TaKMX KaK KUCTH PYK M CTOIIBI
Kaununos cinusucroii 000104Kn 100 mr 1 pa3 B cyTku 15 nuen
MOJIOCTH PTa

co CIIMdom wmm c¢

bruopocTynHOCTh UTpaKoHa301a MPU NEPOPATLHOM IPUEME MOXKET ObITh CHM)KEHA Y HEKOTOPBIX
NAIUEHTOB C HApYIIEHHBIM MMMYHUTETOM, HAIIPUMED, Y NALUEHTOB C HEUTPOIIEHUEH, NAIIUEHTOB

nepecakeHHbIMH opranamu. CIe0BaTeNbHO, MOXET MOTPeOOBaThCS

ABYKPATHOC YBCINMYCHUC JO3BbI.

['prOKOBBIA KEPATUT

200 mr 1 pa3 B cyTku 21 nesp
JUINTENbHOCTD JIEYEHUS MOXKET
OBITDH CKOPpPEKTUPOBaHA B

3aBUCUMOCTH  OT  YJIy4YIIEHUs
KJIIMHAYECKON KapTUHBI

OHI/IXOMI/IKO3BI, BbI3BAHHBIC IlepMaTO(l)I/lTaMl/l /1 I[pO)K)KCl'[O}IOﬁHLIMH Hu

IVIECHEBBIMHU IPUOaAMH

I[O3BI U IPOAOJIKUTCIIBHOCTD JICUCHUSA

OHNXOMUKO3BI —
IyJ1bC-TepPanus

OauH Kypc MyJbC-TEpanuM 3aKJIIOYAeTCsl B €XKEIHEBHOM IpHEME IO
2 kancyJsl npenapata Mpynun® 1sa pasa B cyTku (1o 200 Mr Ba pasa B
CYTKH) B T€UCHHUE OJHOM Heaenu. J{s medeHus: rpuOKOBBIX MOPAKEHUIMA
HOT'TEBBIX IUIACTUHOK MaJIbLEB KUCTEN peKOMEHAyeTCs 1Ba Kypca. [lis
JIeYEeHUs TPUOKOBBIX MOPaKEHUN HOITEBBIX IJIACTMHOK MaJbIEB CTOI
pexomeHnayeTcst Tpu Kypca. [IpoMexyTok Mexay KypcaMu, B TEUEHUE
KOTOpOTO HE HYXHO MPUHMMATH IpernapaT, COCTaBIsIeT 3 HeAemH.
KnnHudeckue pesynapTaTsl CTAHYT OYEBUIHBI II0CJIE OKOHYAaHMS
JICYEHUs, IO MEpe OTpacTaHusl HOTTeH.




Jloxanu3anuss OHUXOMHKO30B | 1-1 2-1 3-1 4-5 5-s1 6-st 7-s1 8-t 9-s
Hex. | HeN. | HeN. | HeA. | Hex. | Hed. | HeX. | HeA. | Hem.
[TopaxeHne HOrTeBbIX Henenn, Henenn,
[UIACTUHOK MaJIBIIEB CTOII C 1-#i | cBOOOIHEIE OT 2-1 CBOOOIHBIE OT 3-i
NopaxeHreM uiu 6e3 Kypc | mpuemMa npemnapara | Kypc | mpuema mpemnapara | Kypc
MOpaXE€HUSI HOTTEBBIX Upynus® Upysns®
IJIACTUHOK MAaJIbIleB KUCTEH
[TopaskeHne HOr'TeBBIX 1-ii | Henenn, 2-i
IUIACTUHOK ITaJIbIIEB KUCTEH Kypc | cBOOOJHBIC OT Kypc
rpueMa npenapara
Upysun®
OHUXOMHUKO3BI — Ho3a IIpoIOIKUTENIBHOCTD JICYECHUS
HenpepbIBHOE JIeUYeHue
ITopaxxeHue HorteBbIX | [To 200 Mr B cyTKH 3 Mecsna
IUIACTUHOK IIAJbLIEB CTOI C
MOpaXEHUEM WIH 0e3
MTOPAKCHHS HOT'TEBBIX
IUIACTUHOK ITAJIBI[EB KMCTEH

Brisegenue HUTPAKOHA30JIa M3 KOXKHU H HOT'TEBOHM TKaHU OCYHICCTBJIAICTCA MCEIJICHHEC, Y€M U3

mi1a3Mel. Takum 06pa30M, OIITUMAJIBHBIC KIMHHUYCCKHE U MUKOJIOTHUYCCKUC 3(10(1)61@1)1 JOCTHUIal0TCA

gyepe3 2—4 Henenu 1mocie OKOHYAaHUs JICUeHHs TPy WHPEKIUAX KOXKH U uepe3 6-9 mecsies mocine

OKOHYaHMHA JICYCHUA HOT'TCBBIX HH(l)eKI.IHfI.

CucreMHBIE MUKO3bI

IHoka3zanue Ho3a Cpennss 3ameuaHus
NPOAOKHTEJIBLHOCTD
JieyeHus *
Acnieprusuies 200 mr 1 pa3 B | 2-5 mecsineB YBenuuuTh 103y
CYTKH 10 200 mr 2 pa3a B CyTKH
B Cllyda€ HMHBa3UBHOIO
WIH
JMCCEMUHUPOBAHHOTO
3a00seBaHus
Kannunos 100-200 mr OT 3 HeJENb 10 YBenuuuth 103y
1 pa3 BcyTku | 7 mecsles 10 200 mr 2 pa3a B CyTKH
B Cllydya€ MHBA3UBHOIO
W
JMCCEMHUHUPOBAHHOTO
3a00seBaHus
Kpunrtokokko3  (kpome | 200 Mr 1 pa3 B | oT 2-X MeCSIIEB 10
MEHUHIHTA) CYTKH 1 rona
KpunTokoKkkoBsIi 200 mr 2 pasa | oT 2-X MecALEB 10 [TopnepxuBaromias
MEHUHTUT B CyTKHU 1 rona Tepanus  CM.  pasfeln

«Oco0ble yKazaHHsD»
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I'ucronmazmos or 200 wmr | 8 Mecs1eB
1 pa3 B cyTku

no 200 wmr
2 pa3a B CyTKHU
brmactomukos or 100 wmr | 6 Mecs1eB

1 pa3 cyTku 1o
200 Mr 2 paza

B CYTKH
Cnopotpuxo3 100 mr 1 pa3 B | 3 mecsna
CYTKHU
[Tapakoxkuuanonaomukos | 100 mr 1 pa3 B | 6 mecsiuieB Jlannbie 00
CYTKH 3 PEKTUBHOCTH JTaHHON
JIO3BI IS JICUECHUS
NapaKkoOKIMIUOUJOMUKO3a
y naureHToB co CIIN Jom
OTCYTCTBYIOT.
XPpOMOMHKO3 100-200 mr 1 | 6 mecsues
pa3 B CYTKH

* - IPOJOJDKUTENILHOCTD JICUEHHUS MOXKET OBITh CKOPPEKTUPOBAHA B 3aBUCUMOCTH OT 3 (EKTUBHOCTH JICUCHHUSI.

Ocoovie cpynnol nayuenmos

Hemu

Z[aHHHe O IIPUMCHCHUH UTPAKOHA30JIa B KaIllCyJiaxX IJIAd JICHCHUA I[CTGﬁ OI'PAHHUYCHBI. HpI/IMeHCHI/Ie

npenapata Mpysun®

, Kancyunbl, JJIsI JICYEHUS] JIE€T€ HE PEKOMEHAYETCS, 3a HUCKIIOYEHHUEM
CIIy4aeB, KOrJa OKHuaaeMas 1oJjib3a OT JICUCHUS MTPEBBIIIAET MOTCHIIMAIbHBINA PUCK.

Toorcunvie nayuenmuol

JlaHHBIE O IPUMEHEHUU UTPAKOHA30Ja B KaICyJax JJisd JEYeHHUs MalUMeHTOB MOKUIIOT0 BO3pacTa
OTpaHMYEeHBI. PexoMenryeTcst puMeHsTh npenapar UpyHuH®, Kancymbl, JUls TedeHus HalueHToB
JTAHHOW KaTeropuu, TOJILKO €CIIM OXKUJaemas IMojb3a OT JICUCHHS MPEBBIIIACT MOTCHIUAIbHbBIN
puck. [Ipu BeI6Ope 10351 penapaTa Jis JISYSHHS TOKUIIBIX MAIMEHTOB PEKOMEHIYETCSl YUIUTHIBATh
CHIDKeHHE (YHKIIUU TEYEHH, MOYEeK M CepJlla, Yalle BCTPEHaIOIIUXCS B MOXKUIOM BO3pacrte, a
TaKKe HAIMYUE COMYTCTBYIOIMNX 3a00JICBAaHUMN WIH MPUEM JPYTUX JIEKAPCTBEHHBIX CPEJICTB.
Hapywenusa ¢ynxkyuu nevenu

JlaHHbBIE O MPUMEHEHUU MEPOPATBLHOTO UTPAKOHA30J1a ISl JI€UEHUs] MAIMEHTOB C HApyIICHUSMU
GyHKIIMU TiedeHH orpaHuueHbl. CleayeT ¢ OCTOPOKHOCTBIO Ha3HayaTh Mpenapar JaHHOW
KaTerOpHUH MaIMeHTOB.

Hapywenus ¢pynxkyuu nouex

JlaHHbIE O TPUMEHEHMH TEPOPAIBHOTO MTPAKOHA30Jla [ JICYEHHS TAlUEHTOB C
HapyIIeHUSIMA (PYHKIIMH TTOYEK OTPAaHUYEHBI. Y HEKOTOPBIX MAIIMEHTOB, CTPANAIONINX MOYEUHOM

HEAOCTATOYHOCTBHIO, SKCIIO3UIHA UTPAKOHA30JIa MOXKET OBITh CHIJKCHA. CJ'IC,[[yCT C OCTOPOIKHOCTBIO
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Ha3HayaTh Mpenapar JaHHON KaTeropuy MalueHTOB, B HEKOTOPBIX CIIydasX MOXKET MOTpeOoBaThCs

HU3MCEHCHHUEC NO3bI JICKAPCTBCHHOI'O IIpcIiapara.

IToGouHoe neiicTBUE

[ToGouHble AEWCTBUS IperapaTa CHCTEMAaTH3MPOBAaHBI OTHOCHTEIBHO KaXIOW M3 CHCTEM
OpPraHoB B 3aBUCHMOCTH OT 4YacTOTHI BCTPEYaEMOCTH C HCIOJIB30BAHUEM CIICAYIOIIEH
kinaccudukanuu: oueHb vacto (>1/10); ywacro (>1/100, < 1/10); mewacro (>1/1000, < 1/100);
penko (>1/10000, < 1/1000); ouens peaxo (<1/10000), BkarOUas eAMHUYHBIC CIIy4ad; 4acTOTa
HEU3BeCTHA (HEe MOXKET OBITh paCCUYMTaHA HA OCHOBAHMH UMEIOIIUXCS JaHHBIX).

Ilo 7aHHBIM KIMHUYECKMX UCCICIOBAHUN

be3onacHocTh MpUMEHEHUS UTPAaKOHA30JIa B Karcyjax u3ydanach B 107 OTKpBITBIX U JIBOMHBIX
CJICTIBIX KJIMHUYECKUX HCcleoBaHusX ¢ yuactueM 8499 manuentos. Bee 8499 manrieHTOB XOTSI ObI
OJIMH pa3 MPHUHSIM Npernapar UTPaKOHA30JI B Kalcylax, Mocie 4ero ObLia NMpOBEJEeHa OLIeHKa
0€30I1aCHOCTH JICYEHHUS.

Hngpexyuonnvie u napasumapnvie 3a001e6anus:

HEYacTO — PUHUT, CUHYCUT, UHPEKIUN BEPXHUX JbIXaTEIbHBIX IyTEH.

Hapywenus co cmopoHbl Kpogemeophoti u tum@amuyeckou cucmem.:

PelKO — JIEHKONEHNUs; YaCTOTa HEN3BECTHA — HEUTPOIICHHUS.

Hapywenus co cmoporvl UMMYHHOU CUCTIEMbL:

HEYacTO — TMIIEPUyBCTBUTEIBHOCTD.

Hapywenus co cmopoHul nepsHoll cucmembl:

4acTo — IOJI0BHAs 00JIb; PEIKO — TUIIOCTE3Us], TapEeCTEe3Us.

Hapywenus co cmopoHbl opeana ciyxa u 1abupunmnsie HapyuleHus:

PEAKO — 3BOH B yIIax.

Hapywenus co cmopoHbl d#ceny0ouHo-KUmeuHo2o mpakma:

gacTo — 0O0JIb B JKHMBOTE, TOIIHOTA; HEYACTO — JIUCIENCHs, 3al0p, METEOpU3M, Iuapes, pBOTa;
PEAKO — INUCTEB3NUS.

Hapywenus co cmopoHul neuenu u sceniesbleo0auux nymei.

HEYacTo — TUNeponInpyOrnHeMusi, HapyleHHe PyHKINN EeUYEHH.

Hapywenus co cmopoHbl KOJICHbIX NOKPOBOEG U NOOKONCHOU HCUPOBOTL KIeMUAMKU.

HEYacTo — ChlIlb, 3y, KPaTUBHUIIA.

Hapywenus co cmoponbl nouexk u Mouesvbi8o0sAuux nymeii.:

PEAKO — MOJUIAKUYPHSL.

Hapywenus co cmoponbl penpo0yKmugHoU cucmembvl U MOJOYHBIX JHCENe3.

HEYacTO — HapyIIEHHE MEHCTPYaJIbHOIO IIUKJIA; PEAKO — IPEKTUIIbHAS TUCHYHKIUS.
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Ocnooicnenus obwe2o xapakmepa u peaKyuu 8 Mecme 66e0eHUs.

PEIKO — OTEYHBIA CHHIIPOM.

Huxe mpencraBieH CHUCOK HEXKENATENbHBIX pPEaklUi, CBA3aHHBIX C IPUEMOM HTPAaKOHA307ja,
KOTOpbI€ OBUIM 3aperUCTPUPOBAHbl B KIMHMYECKMX MCCIEJOBAHUAX WTpaKoHa3ojla B (opme
pacTBOopa Ui IpUeMa BHYTpb W/WiIM B (opMe pacTBopa s BHYTPUBEHHOIO BBEIEHUS (3a
UCKJIIOUEHUEM MTOOOYHBIX PEAKIIMiA, OTHOCAIIMXCS K KATETOPHH «BOCHAJICHHUS B MECTE WHBEKIIHNY,
MOCKOJIBKY JaHHBIE TOOOYHBIE EHCTBUS SABISIOTCS CHEU(PUUHBIMU IS JIEKApCTBEHHON (POpMBI
«pacTBOP AJIs1 BHYTPUBEHHOT'O BBEICHUSA»).

Hapywenus co cmoponvl kpogemeopnot u aumpamuueckou cucmem: TI'PaHyJIOLUTONEHHS,
TPOMOOLIUTOIIEHHUS.

Hapywenus co cmoponvl ummynHnou cucmemvl: aHaQUIAKTOUAHBIE PEAKIIUH.

Hapywenusa co cmoponwvi odmena eewjecms. TUNEPTIIMKEMUs, TUIEPKAIMEMUs, TUIIOKATUEMHUS,
TMIIOMarHueMusl.

Hapywenus ncuxuxu: CyTaHHOCTb CO3HAHUSI.

Hapywenus co cmoponvl nepénoii cucmemol. nepudpepuyeckas HelponaTusi, roJOBOKpPYKEHUE,
COHJIMBOCTb.

Hapywenua co cmopouvi cepOeuno-cocyoucmoii cucmemvsl. CepAeyHas HEJOCTaTOYHOCTb,
HEJ0CTaTOYHOCTDh JIEBOTO KEJIy/J04Ka, TaXUKapAus, apTepualibHas TMIEPTEH3Us, apTepUalbHas
TUIOTEH3HUS.

Hapywenus co cmoponsi ovixamenvHol cucmemsl, opeanos cpyOHOU KIemKu U cpe0oCmeHus. OTeK
JIETKUX, TUC(OHUS, KaIIeb.

Hapywenus co cmopousi srcenyoouno-kuwieuno2o mpaxkma: xeinya04HO-KUIIEUYHbIE pacCTPOCTBA.
Hapywenus co cmoponvl nevenu u dHcenyesvblgooawux nymeli. TENATUT, KENTyXa, MeUYeHOYHas
HEZ0CTaTOYHOCTb.

Hapywenusa co cmopomnvi Kodtcu u noOKoM#CHbIX MKaHel: PUTEMaTo3Hasl Chlllb, TMIIEPTUAPO3.
Hapywenus co cmoponwvl ckenemno-mvluledHou U coeOuHUmenbHot MKaHu. MAAITHS, apTPparysl.
Hapywenus co cmoponst nouex u mMouesvbigo0sawux nymeii: HeIOCTATOUHOCTh (PYHKIIMU MOYEK,
HEJEepKaHUE MOYH.

Obwue paccmpoiicmea u HapyweHuss 6 mecme 66e0eHusl. TeHepAIN30BaHHbIE OTEKH, OTEK JIMIIa,
00JIb B TPYIH, TUTIEPTEPMHUS, OO, YCTAIOCTh, 03HOO.

Bnuanue na pezynomamoel 1a060pamophblx nokazameneti U UHCMPYMEHMATbHbIX UCCAE008AHUN
MOBBILICHHE aKTUBHOCTHU aJlaHMHAMUHOTpaHCcepasbl, MOBBILLICHHUE aKTUBHOCTH
acrapTaTaMHHOTpaHC(epasbl, MOBBIIICHHE aKTUBHOCTH IIET0YHOHM (ocdaTassl B m1a3Me KpOBH,
MOBBIIIEHUE AKTUBHOCTH JIAKTATIEIMJIPOreHa3bl B IJIa3M€ KPOBH, IOBBIIIEHUE KOHLIEHTPALUH

MOUYCBHUHBI KPOBH, IIOBBIIICHHUEC AKTHBHOCTHU raMMa-rnyTaMI/InTpch(1)epa351, ITOBBIIICHUEC
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AKTUBHOCTH NI€YEHOYHBIX ()EPMEHTOB, OTKJIOHEHHE OT HOPMBI [TOKa3aTesei 001Iero aHaan3a MO4H.
JHemu

be3onacHocTh WTpakoHa3oja B Karcyjax OIEHUBajlach B 14 KIMHUYECKUX MCCIEIOBAHUAX
(4 nBOMHBIX CIIENBIX I1a1le00-KOHTPOJIUPYEMBIX HCCIIEIOBAHMS, 9 OTKPBITHIX UCCIECJOBAHUNA U
1 uccrnenoBaHue, MUMEBIICE OTKPBITYIO a3y ¢ MOCIEIYIOmEHd TBOWHOHN CIENOoi) ¢ y4acTHEM
165 nereit B Bo3pacte ot 1 roga g0 17 ner. B xone nccnenoBanuii 010 OTMEUEHO, YTO Haubosiee
9YacTO BCTPEYAOIIUMHUCS MOOOUHBIMU peakiusaMu ObUIH: rojioBHas 6ok (3,0 %), psota (3,0 %),
Ooub B xuBote (2,4 %), nuapes (2,4 %), Hapymenue ¢pynkiun neuenu (1,2 %), tomnora (1,2 %),
kpanuBHua (1,2 %), runorensus (1,2 %). Xapakrep MOOOYHBIX peakluil, BCTPEUYAIOMIUXCS Yy
JIETeH, CX0XK C TeM, YTO HaOJII0aeTcs y B3pOCIbIX MAllMEeHTOB, TEM HE MEHEee 4acToTa MOOOYHBIX
peaKkuuii y 1eTel BBILIE.

HexenarenpHbIe PCaAKIIun BBIABJICHHBIC B~ XOJ€ IIOCTPCTHUCTPAIIMOHHBIX KIMHHUYCCKUX

HUCCIICIOBAHUI

(naHHBIE MMOJIYYEHBI HA OCHOBAHWU CIIOHTAHHBIX COOOIIECHUIN)
[IpencraBnenHas 4yacToTra MOOOYHBIX PEAKI[MH OCHOBaHA Ha KIMHUYECKOM OIBITE NMPUMEHEHHS
WUTPAKOHA30J1a TI0CIIe PETUCTPALIUH.

Co cmopoHbl UMMYHHOU CUCTEMDbI:

OYCHb PEIKO — CBHIBOPOTOYHAs OO0JE3Hb, AHTMOHEBPOTHYECKUH OTEK, aHa(HIaKTHYECKUE,
aHa(UIAKTOUIHBIC ¥ AJTICPTUYCCKUE PEAKIIHH.

Hapywenus memabonuzma:

OYEHb PEJIKO — TUTIEPTPUTITUIIEPHUICMHUS.

Hapywenus co cmoponvl Hepénoti cucmemoi:

OYEHb PEIKO — TPEMOD.

Co cmopoHwl opeana 3peHus:

OUYEeHb PEIKO — HApYIICHHE 3peHus (BKII0Yasi HEUYETKOE 3peHue, TUTUIONUIO).
Hapywenus co cmoponwl opeana ciyxa u 1abupunHmusle HapyuleHus.

OUYEHb PEIKO — CTOMKAas WK BPEMEHHas OTeps CIyXa.

Co cmopoHbvl cepOeuHo-coCyOUCmou cucmembl:

OYCHb PEIKO — XPOHUUECKas cep/iedHasi HeJOCTaTOYHOCTD.

Co cmopoHbl cucmembl 0peano8 ObIXaAHUSL.

4acTo — OJIBIIIKA.

Co cmopoHbl dceny00uHO-KUeUH020 mpaKkma:

OUYEHb PEIKO — MAHKPEATHT.

Co cmopoHbl 2enamooOunuapHol Cucmemyi:

OYCHB PEAKO — TAKEII0€ TOKCHUICCKOC MOPAKCHUC IICYCHU (B TOM YHCJIC HCCKOJIBKO CIIy4acB OCTpOﬁ
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MEYEHOYHON HEJTOCTATOYHOCTH C JICTAIbHBIM UCXOJIOM).

Co cmopoHbl KOAHCHBIX NOKPOBOE U NOOKONCHOU HCUPOBOLL KIIeMUAMKU.

OUEHb PEIKO — TOKCHYECKUH HSNMIEpPMaJbHBIM Hekponus, cuHapoMm CrtuBeHca - J[XOHCOHa,
OCTpPBI  TEHEPATU30BAHHBIM  3K3EHTEMATO3HBIM  MycTyne3, mnoiluMopdHas  3puUTeMa,
sKc(onaTUBHBIN JIEpMaTHuT, JEHKOLUTOKIACTUYECKUM BACKYJIUT, ajonenus,
CBETOYYBCTBUTEIBHOCTb.

Brusnue na pezynemamor 1a6opamopHulx nokasamenetl u UHCMPYMEHMATbHbIX UCCTe008AHU:

OYEHb PEJIKO — MOBBIIIEHHE aKTUBHOCTH KpeaTHH()OCPOKUHA3ZHI KPOBH.

Ilepeno3upoBka

Cumnmompel. HaOMIOZaeMble TPH MEPEJO3HPOBKE HMTPAKOHA30JIOM, OBUIM COMOCTaBUMBI C
J0303aBUCUMBIMH MOOOYHBIMU pCaKkuuiAMU, Ha6JIIOI[a€MI)IMI/I npru MOPUMCHCHHUU O6I)I‘-IHI)IX 03
npernapara.

Jlewenue: cnenuuYecKkoro aHTUIOTAa HE CYLIECTBYeT. B ciydyae mnepeno3upoBKU CIEIyeT
MPOBOJUTH MOJJCPKUBAIOLIYIO Tepanuto. MTpakoHa30Jl HE BBIBOAUTCA W3 OpraHu3Ma IpU
remouanuse. PekoMenyercs oOpaTUThCS B TOKCUKOJIOTUYECKUN IIEHTP C LETbI0 KOPPEKTUPOBKHU

JICUCHHA ITPpU IICPEAO3UPOBKEC UTPAKOHA30JIOM.

B3aumopneiicTBue ¢ IPyruMu JIeKApCTBEHHBIMH CPeACTBAMH

Utpakonazon — mpenapaT ¢ BBICOKMM MOTEHIMAJIOM JIEKAPCTBEHHBIX B3auMoAencTBUi. Huke
OMMCAaHbl PA3JIUYHbIE BHJbI JIEKAPCTBEHHBIX B3aUMOJEHCTBUN M CBSI3aHHbIE C HUMH O00IIMe
pexomenaanuu. Kpome Toro, mpeiacraBieHa Tabiauma ¢ NMpUMEpaMu JIEKAPCTBEHHBIX CPEJICTB,
KOTOPBIE MOT'YT B3aUMOJEHCTBOBATh C UTPAKOHA30JIOM, OPraHU30BaHHas 10 IPyIIIaM IIpernapaToB
11 0oJiee MPOCTOro UCTOIb30BaHMsl. CIIUCOK MPUMEPOB HE SABIISETCS BCEOOBEMITIOIINM, TO3TOMY
IIpM COBMECTHOM IPUMEHEHUM KaKUX-JIHOO NpernaparoB C HTPAKOHA30JIOM CJEeAyeT H3Y4HTb
WHCTPYKIIUY MO0 UX IPUMEHEHUIO Ha TIpeaMeT HHPOpMAIUH, CBSI3aHHOW ¢ METab0IM3MOM, My TSIMH
JIEKapCTBEHHBIX B3aUMOJICHCTBUMN, TOTEHIIMATBHBIMU PUCKAMH U CTIEU(DUISCKUMU ACHCTBUSIMH B
OTHOIIEHWH COBMECTHOIO NMpuMeHeHus. MTpakoHazon merabonusupyercs B MEpBYIO odepeab 3a
cuetr CYP3A4. Jlpyrue BemiecTBa, HCIOJB3YIONIME JIAHHBIH METa0OJMYECKU TyTh W
m3Mmensromue akTuBHOCTE CYP3A4, MoryT BimsaTh Ha (apMaKOKHMHETHKY HTpakoHaszomna. [Ipu
OJIHOBPEMEHHOM TMPUMEHEHUH HWTPAKOHA30Ja C YMEPEHHBIMH WM MOUIHBIMH HHIYKTOPAMU
CYP3A4 moxeT cHMKaTbCsd OMOIOCTYITHOCTh MUTPaKOHA30Jla U TMIPOKCHUTPAKOHA301a, TaK YTO
MOJKET OBITh CHUXKEHA 3PPeKTUBHOCTh. COBMECTHOE MPUMEHEHNE C YMEPEHHBIMU MJIU MOIIIHBIMU
unaruouropamu CYP3A4 MoxkeT MOBBICUTH OMOAOCTYHHOCTh MTpPAKOHA30J1a, MPUBOAS K Oosee

BBIPAXKCHHBIM WJINA JJINTCIbHBIM (bapMaKOHOFI/I‘{eCKI/IM S(I)(I)CKTaM HUTpaKOHa3o0Jia.
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BcacbiBanue uTpakoHa3oja CHH)KAETCS Yy MallMEHTOB CO CHIKEHHOM KHCIOTHOCTBIO KENy/AKa.
[IpenapaTsl, CHuUXKarOIMKUE KHCIOTHOCTh JKeNyJKa, HapylIalOT BCAchlBaHME HTpPaKOHa30jla U3
Karcysn. YToObl IPOTUBOCTOATH JaHHOMY 3(D(EeKTy, peKoMeHayeTcsl IPUHIUMATh UTPAKOHA301 B
KarcyJjiax ¢ KHUCIbIM HAMHUTKOM, €CIU NMPUHUMAIOTCS MpEernapaTrhl Uil CHHXKEHHS KUCIOTHOCTH
xenmyaka (cM. pasnen «OcoOble ykazaHus»). HTpakoHa3od M €ro OCHOBHOW MeTaboiuT
THAPOKCHUTPAKOHA30JI SBISAIOTCS MOITHBIMH MHruOuTopamu CYP3A4. HTpakoHaszon sSBIsICTCS
WHTHOUTOPOM  JICKAPCTBEHHBIX  TPAHCIOPTHBIX  MOJIGKYd P-rmukomporemHa u  Oenka
pe3UCTEHTHOCTH K paky MosiouHoi sxkene3bl (BCRP). HTpakoHa3on MoxkeT HHTrHOMPOBATH
MeTabosm3M  mpernapatoB, Merabommsupyembix  CYP3A4, wu  TpaHcmopT mpernapaToB
P-rimuxonporennom w/mnmum BCRP, B pe3ynbrare 4ero MoXeT BO3pacTaTh KOHIICHTPAIMS 3THX
MpermapaToB W/WIM WX AaKTHBHBIX METAaOOJHMTOB B IUTa3ME NPH OJHOBPEMEHHOM TIpUEME C
UTpaKoHa3ojoM. [loBeillIeHHE KOHIICHTPAIM B IJIa3ME€ MOKET YCHUJIMBATh WJIA MPOJIOHTHPOBATH
KaK TepameBTHYECKHe, TaK M HexenarenbHble 3QQeKTbl 3TuxX mpemnapaToB. s HEKOTOPBIX
MpernapaToB COBMECTHOE NPUMEHEHHE C MTPAKOHA30JIOM MOXKET MPUBECTH K CHIKEHUIO
KOHIIGHTpAllUM TIpernapara Wi €ro akTMBHOTO KOMIIOHEHTa B Iuta3Me. B pesynbrare 3Toro
3¢ (HEeKTHBHOCTH TIPETIAPATOB MOXKET OBITH CHIKEHA.

[Tocre oTMEHBI Tepanuu UTPAKOHA30JIOM KOHIIEHTpAIMHM B IUIa3ME CHIDKAIOTCS HIDKE Mpeneia
orpezeneHus B TedeHne 7—14 nHel B 3aBUCUMOCTH OT J103 U JJIUTEIBHOCTH Tepanuu. Y NalueHTOB
C UUPPO30M MEYEHHU WM JUI, noiydaBmuXx UHruOutopsl CYP3A4, xoHueHTpanmu B Ija3Me
CHUKAIOTCS MEJJICHHEE. JTO 0COOEHHO BaXKHO YUYHTHIBATh MIPH Havalie Teparuu MpernapataMu, Ha
MeTa00JIN3M KOTOPHIX BIHMSIET HTPAKOHA3OI.

[TpuMeHnMBI criefyromre o0Ire peKOMEeHIAlluH, €CTTU B TA0IHIIe HE YKa3aHO UHOE:

«IIpOoTHBOIIOKA3aHO». HH Ipru  Kakux 00CTOSTEILCTBAX  HEJIb3S NPpUMCHATL  HpCrapar

OJIHOBPEMEHHO C UTPAKOHA30JI0M. DTO OTHOCUTCS K CJEIYIOLINM Mpenaparam:
— cyoctparel CYP3A4, y KOTOPBIX MOXET BO3pAaCcTaTh KOHIIEHTpAIUs B TJIa3Me C MPOJIOHTAINE
WU YCUJICHHUEM TEpaneBTUUECKUX W/WUJIM HEeXenaTelbHbIX A()(PEKTOB 10 BO3HUKHOBEHHS

MOTEHIIMAILHO CePhE3HBIX CUTYAIIUI (CM. ((HDOTI/IBOHOKEBEIHI/IH»).

«He pexkomMenayercs» - PCKOMCHAYCTCA n3oeraTh NpUMCHCHUSA IMpCIliapaTa, 3a HCKIIIOYCHHUCEM

ClIy4aeB, KOTJia M0Jib3a MPEeBbIIIAeT MOTEHIMATbHBIN pucK. Eciiu coBMECTHOrO MpUMeHEeHUs Helb3s
n30eXaTh, PEKOMEHYETCs KIIMHUYECKOE HaOJI0ICHHE, 103bl UTPAKOHA30J1a 1/WJIM OJJHOBPEMEHHO
MIPUHUMAEMBIX [TPenapaToB cleAyeT KOPPEKTUPOBAThH MO0 Mepe HeooxoauMocTH. [1o BO3MOKHOCTH
PEKOMEHIYETCSI OIPEAEIIATh KOHIEHTPALMH B IIJIa3Me. DTO OTHOCHUTCSA K CIIEYIOIIUM IIpernapaTam:
— yMmepeHHble win MouHble uHAYKTOpsl CYP3A4: He pekoMeHayeTcs Ha3HAueHHE 3a

2 HCACIN 1O U B TCUCHHUC JICUCHUA UTPAKOHA30JIOM;
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— cybcrpatel CYP3A4/P-gp/BCRP, moBsbillieHHe WX CHHKEHHE KOHIIEHTPAIMH KOTOPBIX B
IUTa3M€E MOXKET IIPUBECTH K 3HAYUTEILHOMY PUCKY: HE PEKOMEHAYETCH Ha3HAUYE€HHE BO BPEMS U B
TEYEHHUE 2 HeJEeIb TI0CIIe JICYCHHS UTPAKOHA30JI0M.

«C _ OCTOPOXKHOCTBIO» - PEKOMEHAYECTCA THIATCIBHOC Ha6J'IIOI[eHI/Ie Ipu OJAHOBPEMCHHOM

MPUMEHEHHUH TIperiapara ¢ UTPaKoHa30JoM. [Ipu OTHOBPEMEHHOM MPUMEHEHUH PEKOMEHIYETCS
TIIATETFHO HAOMIOATh 3a TMAMEHTOM U KOPPEKTHPOBATh J03bI HMTPAKOHA30JIa W/WIH
COINyTCTBYIOIIMX IIpErnapatoB IO Mepe HeoOXoauMocTH. Ecimum BO3MOXHO, PEKOMEHIYyeTcs
OTpeAEIATh KOHIICHTPAIMH B IJIa3Me. ITO OTHOCUTCS K CIIEIYIOIIUM IIpernapaTam:

— TpenapaThl, CHUKAIOIIUE KUCIOTHOCTD JKEIyAKa (TOJBKO Il HTPAKOHA30J1a B KaICyax);

— yMepeHHbIe Wi MoInTHbie UHruOuTOphl CYP3A4;

— cybctparel CYP3A4/P-gp/BCRP, a1 KOTOPBIX MOBBIMICHHE WM CHIKCHHE KOHIICHTpAIMH B
I1a3Me MOXKET MPUBECTH K KIMHUYECKH 3HAUMMOMY pHUCKY. [Ipumepbl B3auMMOAEHCTBYIOLIUX
MpernapaToB MpeICTaBIeHbI B Tabauile Huke. [Ipenapatel, nepedrcieHHbIe B TaOIUIIe, BHIOpAHBI HA

OCHOBC JaHHBIX HCCJIGI[OB&HI/Iﬁ JICKApPCTBCHHBIX B3ﬂHMOILCfICTBI/H71 WKW KIIMHUYCCKUX CIIy4dacB, a

TAKIKC MMOTCHUMUAJIBHBIX JICKAPCTBCHHBIX B331/IMOI{GI>1CTBI/II71 Ha OCHOBC MCXaHHU3Ma I[CflCTBI/I?I.

Kaacebl npenapatoB | O:xkunaeMblii/ Kiimnnyeckue KOMMeHTaApUM (CM. MPUMeYaHusi)
H npenaparbl NOTEeHUHAJIBHBIH ekt mo
OTHOLIEHHIO K YPOBHIO NpenapaTa
(cM. CHOCKH)
Anbda-0j0KaTopbI
Andyzoznn Andyzo3uH Cmax (11), AUC(11)? He pexomenayercs BO BpeMs M 2 HEIENH IIOCIE
Curnono3uH Cunonosut Cmax (11), AUC(11)?2 OKOHYAHHUS JICYCHUS HTPaKOHa30JoM. [loBEIIICH
Tamcyno3un Tamcyno3us Cmax (11), AUC(11)? PUCK TIOSBJICHUS  HEKCIATCNBHBIX  PEaKIHA®,
CBSI3aHHBIX c any303MHOM/CHIIOIO3HHOM/
TaMCYJIO3UHOM.
AHAbreTHKH
AndentaHmI Andenranmn AUC (11-1111)? [IpumMeHsITh C OCTOPOKHOCTBIO, HaOMIOJaTh Ha
bynpenopdun bynpeHoppun Cmax (11), AUC(11)? | npeamer mosiBIeHMs HeXeNaTelNbHBIX PEeaKUuii Ha
(B/B 1 TIO/BSA3BIMHO) AHANBTETHKHU®, MOXET MOTPEGOBATHCSA CHMKEHHE
Oxkcuxonion OxcuxogoH Cmax (1), AUC(11) JIO3BI andenTanua/ Oynpenopduna/
CydenTanun CydenTanun - MOBLIIIEHUE | /OKCHKOOHA/CY(hEeHTaHMIIA.
KOHILIEHTpaLUU (cTemnenpb
HEW3BECTHA)™
DeHTaHIIT ®enranun B/B AUC(11)? He pexomenayercs BO BpeMs M 2 HEIENH IOCIe
@dentanun B Apyrux ¢GopMax — | OKOHYaHMS JIEYEHHS WTpakoHa3ojoM. IloBeieH
MOBBILICHHE KOHLICHTPALMK | PUCK TIOSIBJICHUSI HEXEJNAaTeNIbHBIX pEeakIuid Ha
(crenenn HensBecTHa)*P ¢deHTaHMI’,
JleBanieTmiiMeTanon JleBareTrmuiMeTanon [IpoTruBomnoOKazaH BO BpeMs M B TeUeHHE 2 HeJelb
(;leBomeTaamIT) Cmax (11), AUC(111)2 IocJe JIEYeHUs] UTpaKkoHa3onoM. IIoBBIIEH puUCK
TOSIBJIGHUSI ~ HEXXKEJIATEIbHBIX  peakuumii  Ha
JeBalleTHIIMETa10J1: iposioHranus uarepsana QT n
MTUPYITHAS TAXUKAPAUSI.
Mertasion (R)-meramor Cmax (1), AUC(?T)? [IpoTuBOINOKa3aH BO BpeMsl U B TeueHHE 2 HeJellb
rocJie JIeYeHHs WTpaKoHa30ioM. I[TOBbIIIEH pHUCK
TIOSIBJICHUSI HEXKEJAaTeNIbHBIX PEaKMii HA METaJIOH:
MOTEHIIMAJIBHO YrPOXKAIoLIee JKU3HH yTrHETeHHE
JIbIXaHMs1, TpostoHranus uaTepBaia QT u mupysTHas
TaXUKapusl.
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Knaccel npenaparos | Oxunaembrii/ KiauHnyeckne KoOMMeHTapHuH (CM. IPUMeEYaAHHA)
H IPenaparbl NOTCHIHAJIBHBIA  3(pdexT MmO
OTHOLIEHHUIO K YPOBHIO Npenapara
(cM. CHOCKH)
IIpoTHBOapUTMHYECKHE CPEACTBA
JluroxcuH JurokcuH Cmax (1), AUC(T) [IpuMeHSATH € OCTOPOXHOCTBIO, HaOMIONAaTh Ha
MIPEAMET IOSABJICHUS HEXENATEIbHBIX pEaknuil Ha
JUTOKCHH, MOXET HOTPeOOBaThCA CHIDKEHHUE J103BI
JIUTOKCHHAC.
Juzonmpamun Jumsormmpamun ~ —  moBblueHue | [IpoTnBomokazaH BO BpeMs M B TCUCHHE 2 HEJNENb
KOHIeHTparuH (11)>P rnocjie Je4eHus UTpakoHa3osioM. lloBeiieH puck
MOSIBJIGHUsT ~ HEXKEJNATEJIbHBIX  peakuumii  Ha
JU30TIMPAMUJI.  CEPbE3HBIE APUTMHUH, BKIIOYas
MTUPYITHYIO TAXUKAPJIHIO.
Hodernnun Jodernnua Cmax (1), AUC(T)? IIpoTuBONOKa3aH BO BpeMs U B T€UEHUE 2 HEelb
rocne Jie4eHus HTpakoHasonoM. [loBeimieH puck
MOSIBJIGHUsT ~ HEXKENATEJIbHBIX  peakuumii  Ha
JO(METIINA: CEpbe3HBIE KEITYAOUYKOBBIE ApUTMUH,
BKJIIOYasi MUPYITHYIO TAXUKAPAHUIO.
Jponenapon Jponenapox [IpoTuBOmOKa3aH BO BpeMs M B TEUCHHE 2 HENEIb
Chmax (T11), AUC(T111)2 mocJie JICYCHUST WUTPAKOHA30JI0M. [IOBBIIICH pHCK
MOSBICHUST ~ HEXXENATEIbHBIX  peakuumi  Ha
JIpoHenapoH: mposioHranust uHTepBana QT m
CEep/ICYHO-COCYANCTAS. CMEPTh.
XUHATIH XuauguH Cmax (1), AUC(T1) [IpoTuBOMOKa3aH BO BpeMs U B TEUCHHUE 2 HEACIb
nocie JieueHus HTpakoHa3oyoM. [IoBBIIMIEH pHUCK
HOSIBJICHHST HEXEJIaTeJIbHBIX peaKkuuii Ha XMHUANH:
nponoHrauuss  uHtepBana  QT,  mupysTHas
TaxXUKap/ausi, TUIIOTEH3Hs], CITyTAHHOCTh CO3HAHUS U
JIeTTUpHil.
AHTHOMOTHKH
benakBunun bemakBuwnua Cmax (<), AUC (1), B | He pekomenmyetcs B TedeHue Gosiee 4eM 2 Hemenb
TEUeHHE 2 HeAEeNb, OANH pa3 B CYTKH | B JII000I MOMEHT JieueHNs OeTaKBIJIMHOM B CBSI3U C
6enaxkBuMHa ? TIOBBIIIEHUEM PHCKA TIOSBJICHHS HEXENaTeIbHBIX
peaknuii Ha OeJaKBHIIMHS.
Hunpodokcanux Utpakonazon Cmax (1), AUC (1) [IpuMeHATH € OCTOPOXHOCTBIO, HaONIONATh Ha
OpUTPOMULINH TIPEAMET IOSBJICHUsS HEXENATEeIbHBIX peakuuii Ha
WUTPaKOHA30JI, MOXET MOTpedOBaThCA CHIDKCHHE
JI03bI HTPAKOHA30J14.
Knapurpomuiina Knapurpomuima —  mnobimenue | [IpuMeHSTH C  OCTOPOXKHOCTBIO, HaOMIOgaTh Ha
KOHLEHTPAIN (cremeHb | MpeAMET IMOSBJICHUS HEXENATeJbHBIX peakuuil Ha
HenspecTHa)™ P UTPAaKOHA30J W/WIN  KIAPUTPOMHLUH®, MOXKET
Wtpakonazon Cmax (1), AUC (1) noTpeOOBaThCSl CHMXKEHHE 03Bl HTPaKOHa30ja
W/WIIN KJIAPUTPOMHIIMHA.
Jlenamanun Jlenamanun — noBeiieHUe | [IpUMEHSATh € OCTOPOKHOCTHIO, HaOIIOAATh Ha
KOHLIEHTPAI[H (cremeHb | MpeAMET IMOSBJICHUsS HEXENATeJbHBIX peakuuil Ha
HensBecTHa)™" JieTaMaHUI/ TPUMETPEKCaT, MOXKET MOTpeOOBaThCS
Tpumerpexcar Tpumerpekcar  —  TOBBINIEHHE | CHWXXEHHE 03Bl HTPAKOHA307a%.
KOHLIEHTPAIN (cremeHp
Hen3BecTHa) &P
Wzonnaszun W3onmnazung - KoHLeHTpaims | He pekoMmeHnyercs B TedeHHe 2 HEAENb A0 M BO
utpakoHasona (|| |)*° BpeMsl JIEUEHHs] HTPAaKOHA30JI0M, MOXET OBbITh
Pudamnummx Pudamnunnn — CHMXeHa 3(PEKTUBHOCTh UTPAKOHA30JIa.
AUC utpakonazona (| |])
Pudabytun Pudabytin - noBbiieHue | He pekomenmyercss B TeueHHe 2 Hemenb 10, BO
KOHLIEHTPAIN (cTeneHs | BpeMst W B Te4YeHHE 2 HEIeNIb IOCIE JICUCHHSI
HensBecTHa) *P HUTPAKOHA30JIOM. Bo3moxHO CHIKEHUE
Urpaxonazomn: Cmax(] ), 3¢ exTHBHOCTH WTpakoHa30Jla ¥  IOBBIIICHUE
AUC (1)) pUCKa TIOSBJICHHUS HEXKEIATeNbHBIX pPEakIuil Ha
pudadyTHn®.
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Knaccel nmpenapartos
U Npenaparsl

O:xupaemblii/

NOTCHIHAJIBHBIA  3(pdexT MmO
OTHOLIEHHUIO K YPOBHIO Npenapara
(cM. CHOCKH)

KiauHnyeckne KoOMMeHTapHuH (CM. IPUMeEYaAHHA)

TenutpoMuLuH

V 310pOBBIX JOOPOBOJIBIIEB:
TeauTpoMHUIHH Chax (1), AUC (1)
[Tpu TsKEmOM HapyIeHNH (OyHKIHA
nouek: teaurpomunua — AUC (11)*
[Tpu TspKeI0M HapyIIeHHH QYHKINH
MIEYEHU: TEJUTPOMHUIIUH —
MOBBIIICHUEC KOHIICHTPAIIUH
(cTeneHb HensBecTHa)»P

[IpoTuBomnoOKazaH [alnyreHTam c TSKEIIBIM
HapyuieHHeM (QYHKIHH IEYSHH WX TOYEK BO BpeMsi
M B TeyeHWe 2 HeNelb IOCNE  JIEYEHUS
UTpaKoHa30I0M. [IOBBIIIEH PHUCK  MOSIBICHUS
HEXKENATeIbHBIX ~ pPeakUuil Ha  TEITUTPOMHIIUH,
BKITFOYAsl ICUCHOYHYIO TOKCUYHOCTD, IPOJIOHTAI[UI0
uaTepBaia QT U MUPYITHYIO TAXUKAPIHIO.

Y [pyrux mMalUeHTOB CJIEIyeT MPUMEHATh C
OCTOPOXKHOCTBIO, ~ HaOJIONAaTh  HA  MPEIMET
MOSIBJICHUS HeXKeJIaTeabHBIX peaximit Ha
TEMTUTPOMHUIINH, MOXET MOTPeOOBATHCS CHIDKCHUE
JTO3BI TEJIUTPOMHUITHHAC,

AHTHKOATyJISAHTHI 1 AHTHTPOMOOTHYECKHE CPeICTBA

ArnunkcabaH Ammkcaban Cmax (1), AUC (1)? He pexomenmyercs BO BpeMs M 2 HEIENH IOCIE

PuBapoxcaban PuBapokcabat Cmax (1),AUC (1-11)* | medeHnss  WTpakoHa30ioM.  [IOBBIIEH  pHCK

Bopamaxkcap Bopamakcap Cmax (1), AUC (1)* TTOSIBJICHHSI HEXeNaTeIbHBIX peaxmuit Ha
ankcaban/puBapokcadbaH/Bopamakcap®.

Kymapunst Kymapuns! (Hanpumep, Bapdapun) — | [IpuMEHATE C  OCTOPOKHOCTBIO, HAOIMIOAATh Ha

(marmpumep, TIOBEIIIICHUE KOHIICHTPALUH | TPEIMET IOSBICHUS HEXENATeIbHBIX peakiuidi Ha

BapdapuH) (cTenens HemsBecTHA)P KyMapHUHBI/IIMJIOCTa30J, MOXET IOTpeOOBaThCS

Hunocrazon Hunoctazon Cmax (1), AUC (11)? CHIDKCHHE JI03bI KyMapHUHOB/IIMJIOCTA301a’,

Jaburatpan Haouratpan Cmax (11), AUC (11)* [IpuMeHSATHP € OCTOPOXHOCTBIO, HaOMONATh Ha
TIPEeIMET TOSIBIICHUSI HEXENATeIbHBIX pPEakuid Ha
nmaburatpaH, MOXKeET MOTPeOOBATHCS CHIDKEHHE JTO3HI
JaburarpaHa’.

Tuxkarpenop Tuxarpenop Cmax (11), AUC (111)* | IlpoTuBonoka3aH BO BpeMs U B TeueHHE 2 HEJEINb

nocie JieueHus HTpakoHa3oyoM. [IoBBIMIEH pHUCK
NOSABJICHUS  HEXeNaTelIbHBIX  peakiui  Ha
THKarpenop, Hanpumep, KPOBOTECUEHHI.

ITpoTHBOCY/IOPOKHBIE CPEICTBA

Kapb6amazenun KO?HGHT“PaHH?I KapbamasenuHa He pexomenmyercss B TedeHwe 2 HeNeNb 0, BO
m* BpeMsS W B TEYEHHE 2 HeIedb MOCIe JeICHHS
KoHueHTpalms uTpakoHasoia

ab UTpakoHa3oyioM. D((GEKTHBHOCTh HMTPAaKOHA30JIa
(b MOXET OBITh CHIDKCHA B CBSI3H C IIOBBILICHHEM
pHCKa TOSBIICHUS HEXENaTelIbHBIX peakluidl Ha

KapbaMazenus’.
denobapoOuTan DeHobapOuTaN: KOHLIEHTPALHS He pexomeHmyercs B TedeHHe 2 Henelb 10, BO
uTpakoHasomna (|| |)*° BpeMss M B TEYCHHE 2 Helelb IOCHe JICUCHUS
DeHuTONH @enntonn: AUC urpakonasona UTPAKOHA30JIOM. Moxer  OBbITh CHIDKEHA

()

3¢ EeKTHBHOCTh UTPAKOHA30Ja.

IpoTuBoaMabeTHUECKHE CPENCTBA

Penarmmuun
CaxkcarmIiTiul

Penarnuaug Crax (1), AUC (1)?
CakcarmuntuH Cmax (11), AUC (11)*

[IpuMeHsITh C OCTOPOKHOCTBIO, HaOMIOJaTh Ha
MpeIMeT TOSIBICHUSI HEXENaTeIbHBIX PEeaKInii Ha
penarJuHu/CaKCarIUITHH, MOXET TOTPeOOBATHCS
CHI)KEHHE JI03bl peNarinHuIa/ CakCarJunTHHA .

AHTﬂFeJ'lLMl/lHTHl)le, n

OTHBOFpPlﬁKOBLle 4 a]—lTPll'lpOTO?.OﬁHblE cpeacrsa

ApTtemeTtep- Aptemerep Cmax (11), AUC (11)? [IpuMeHsITh C OCTOPOKHOCTBIO, HAONIONATh Ha
JlromedanTpun Jlromedantpur Cmax (1), AUC (1)? TpeIMEeT TOSBJICHHUS HEXETATeNbHBIX PEeakiuil Ha
XUHUH XuanH Cmax(<>), AUC (1) apremerep-aoMedaHTpUH/XUHIHS.
Cneunduyeckne JeicTBus OTIHCAHBI B
WHCTPYKIHSAX [0 MPUMEHCHHIO.
TanodanTpun lanodanTpun - noBeiieHue | [IpoTHBOMOKa3aH BO BpeMs U B TEUYCHHUE 2 HE/EIb
KOHIICHTPAIIH (cremeHsb | mocne Jed4eHHs WTpakoHa3osioM. [loBeimieH puck

HEU3BeCTHa) P

TOSIBJIGHUSI ~ HEXXKEJIATEIbHBIX  peakuumii  Ha
rajopaHTpuH: TposnoHranus wuHTepBaia QT wu
JIeTaJIbHbIe apUTMUH.
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O:xupaemblii/

NOTCHIHAJIBHBIA  3(pdexT MmO
OTHOLIEHHUIO K YPOBHIO Npenapara
(cM. CHOCKH)

KiauHnyeckne KoOMMeHTapHuH (CM. IPUMeEYaAHHA)

N3aByxonazon NzaBykoHa301 Cmax(«), [IpoTrBONIOKa3aH BO BpeMS U B TEUEHUE 2 HENEIb
AUC (111)? Iocyie JICYCHUSI WTPAKOHA30JI0M. [IOBBINICH pHCK
MOSABICHUSI ~ HEXKENATEIbHBIX  pEeakuumi  Ha
N3aBYKOHA30J: HApYLIEHHs CO CTOPOHBI IICYCHH,
peakun THIEPIyBCTBUTEIBHOCTH u
IMOPHODETOTOKCHIHOCTD.
IIpa3zukBanren [MpasukBanTen Cmax (11), AUC (1)* | [IpuMeHSTH C OCTOPOXXHOCTBIO, HaONIOJaTh Ha

OpeaAMET TOSABJICHUSA HEXKCIIATCIIbHBIX peaKHI/Iﬁ Ha
MPa3uKBAHTCII, MOKET HOTpeGOBaTI)CH CHHIKCHUC
J103bI Hpa3I/IKBaHTeHaC.

AHTHUTHCTAMHHHBIE cpeacrea

Actemuzon Actemuzon Cmax (1), AUC (11)* IIpoTuBONOKa3aH BO BpeMs U B T€UEHUE 2 HEelb
rocne Jie4eHus HTpakoHasonoM. [loBeimieH puck
MOSABICHUSI ~ HEXKENATEIbHBIX  pEeakumi  Ha
acreMH3os:  mposoHramus — uHTepBama QT
MIUPYITHAS TaXUKAPIUS M JIPYTHE JKEIIyJOYKOBBIC
ApUTMUH.
Bunactun Bunactid Chax (11), AUC (1)* [IpuMeHSATH € OCTOPOXHOCTBIO, HaOMIONATh Ha
DbacTuH D06actud Cmax (11), AUC (111) TPEeIMET TOSIBIICHUSI HEXENATeIbHBIX pPEeakuid Ha
Pynaragun Pynmaranun - MOBLIIICHUE | OMIacTHH/>0aCcTuUH, pynaTagus®, MOXET
KoHLeHTpaiuu (1111)%P noTpeboBaThCs CHUKCHUE JI03BI
OwnacTuHa/20acTHHA, PynaTaHa.
Mu3zonactux Musonactu Cmax (1), AUC (1)? [IpoTuBONOKa3aH BO BpeMs U B TEUEHHE 2 HeAelb
nocie JIeYeHUs HTPaKoHa30JoM. IIOBBIIIEH pHCK
NOSIBJICHHUST ~ HEKeNaTeNbHBIX  peakuuid  Ha
MH30JIaCTUH: NpojoHraius nareppana QT.
Tepdenanun Tepdenanun - noBbIieHne | [IpoTuBoOmoka3aH BO BpeMs U B TEUEHHE 2 Heaelb
KOHLICHTPAIN (cremeHsp | mocne Je4eHHs WTpakoHa3oioM. [loBeImIeH puck
HEU3BECTHA)P MOSBICHUST ~ HEXXKENATEIbHBIX  peaknuumi  Ha
teppenaanH:  mponoHramust  wHTepBama  QT,
MMUPYITHAS TaXMKAPIUs M JIPYyTHE JKEIIyJOYKOBBIC
ApUTMUM.
IIpoTHBOMUIpPEHO3HBIE CPEICTBA
DneTpunrtaH Onerpunrad Cmax (11), [IpuMeHSATHP € OCTOPOXHOCTBIO, HAONIONATh Ha
AUC (111)*? MpeAMET MOSBJICHUS HEXEJaTeNbHBIX peakuuil Ha
JNETPUNTAH®, MOXET MOTPEeOOBATHCS CHIKEHHE
JI03BI 2JIETPUIITAHA.
ATKanounsl ATnKanounsl CIIOPBIHBU — | IlpoTuBOMOKa3aHB! BO BPEMS U B TeUCHHE 2 HEIENb
CIOPBIHBH MOBBILICHHE KOHIIGHTPALMH | TOCIe JIEYeHUs HUTpakoHa30joM. [loBbImIeH pHCK-
(nuruaposproramus, (cremnenp He1/1313eCTHa)""'b NOSIBJICHHUS HEXKENATEIIbHBIX PEAKIIMN HA aJIKaJIOU/IbI
SPTOMETPHH, CIIOPBIHBU, TAKUX KAK 3PrOTU3M.
AProTamMuH,
METWIIPrOMETPUH)
ITpoTnBoOMyX0JIEBbIE MPEeNapaThl
Boprezomub Boprezomu6 AUC (1)* [IpuMeHSATHP C OCTOPOXHOCTBIO, HAONIONATh Ha
bpenTykcumaba Bpentykcumaba MIPEAMET IOSBJICHUS HEXENATEeIbHBIX peakuuii Ha
BEJIOTHH segotun AUC (1) TPOTHBOOITYXOJIEBBIE Ipenapars’, MOKET
Bycynbdan Bycynbdat Cmax (1), AUC (1) noTpeGoBaThCs CHUKEHHE J103b1
OpaoTuHub Opnoruanb Crax (11), AUC (1)* IPOTHBOOIYXOJIEBOTO MPENapaTa.
I'epurnaNO I'epurnand Cmax (1), AUC (1)
Nmatuan6 Nmatuan6 Cmax (1), AUC (1)?
Hkcabenminon Ukcabenminon Cmax (<), AUC (1)*
HunTtenann6 Huntenann6 Cmax (1), AUC (1)?
[TanobunocTaT [Mano6unocrat Cmax (1), AUC (1)
ITonaTuaMO [Monatuan6 Cmax (1), AUC (1)?
PykconutnHuG PyxcomutnauO Chax (1), AUC (1)*
Conupneruod Conngernd Cmax (1), AUC (11)*
Banzgeranun0 Bangerann6 Cmax (<), AUC (1)
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NOTCHIHAJIBHBIA  3(pdexT MmO
OTHOLIEHHUIO K YPOBHIO Npenapara
(cM. CHOCKH)

KiauHnyeckne KoOMMeHTapHuH (CM. IPUMeEYaAHHA)

Wnenamucu6 Unenamucu6d Cmax (1), AUC (1)* | IlpuMeHATE C OCTOPOKHOCTBHIO, HAOIIOAATh Ha
Utpakonazon - TIOBEIIICHUE | MIPEIMET IOSIBIICHHS HEXENaTeIbHBIX peakiuid Ha
KOHIICHTpaIuH B CBIBOPOTKE | MUTPAaKOHA30II W/ HAenaInucuo’, MOXET
(cTemens Hen3BecTHA)™P moTpeOOBaThCS CHIDKCHHE O3B HWTPaKOHA30Ja

W/nim uaenancuoa.

AKCUTHHUO AxcutrHAO Chax (1), AUC (11)2 He pexomenmyercs BO BpeMs M 2 HEIENH IOCIE

Bozytunn6 bo3ytnHuO Crmax (111), AUC (111)* | neueHuss  urpakoHa3osoM.  [loBblmeH — puCK

Kabazurakcen Kab6asutakcen Cmax («2), AUC («>)* | mosiBlieHHsI ~ HEXKENATEeIbHBIX  peakiuid  Ha

Ka6ozautnuuo Ka603autHNO Cmax (<>), AUC (1)* | IpOTHBOOIyXOJIEBbIC MpEenapaTsI’.

Hepurnaud Leputurnd Cmax (1), AUC (11)* JlononHuTenpHoO:

Kobumernnn6 KobumeTnHno Crmax (11), AUC (111) | st kabasurakcena, Jaxe eClId HM3MEHEHUS

Kpuzotnand Kpmsotuanb Cmax (1), AUC (11)* mapaMeTpoB (apMaKOKMHETHKH HE JOCTHTAIH

Habpadennd Habpadenund AUC (1)* CTaTUCTHYCCKOH 3HAYNMOCTH B HCCIICHOBAHUH

JlazatuHuo Hazatnand Cmax (11), AUC (11)? JICKAPCTBCHHOTO  B3aMMOJCHCTBHS C HU3KAMHU

Jonerakcen Houerakcen AUC (< -11)* JI03aMH  KETOKOHA30J1a, HaOIoJanach BBICOKAs

No6pyTnHNo Nopytuan® Cmax (1111), BapHATUBHOCTh pe3yibraToB. [l uOpyTHHHOA
AUC (1111)* cnenuuIeckre NeHCTBUS OMMUCAHBI B MHCTPYKIIUH

JlanatuHu6 Jlanatuan6 Cmax (11), AUC (11)* M0 IPUMEHEHHUIO.

Hunotnuuno Hunotunu6 Cmax (1), AUC (11)*

Omnamapu6 Omnamapu6 Cmax (1), AUC (11)

[Tazonanu6 [Tazonanu6 Cmax (1), AUC (1)?

CyHuTHHHO Cynutnaub Cmax (1), AUC (1)?

Tpabekrenun Tpabekreau Cmax (1), AUC (1)?

Tpactyzymad TpacTy3ymao, SMTaH3UH -

OMTaH3MH TIOBEIIIICHUE KOHIICHTPAIIUH
(cTenenp Hen3BecTHA)™?

AJKaIou Bl Anxamonisl 0apBHHKA — OBEIIIICHHE

OapBUHKA KOHIICHTPAIIH (creneHp
Heu3BecTHa) &P

Peropacdennd AUC peropadenuba (|| nmo nanusiM | He pekomeHmyercs BO BpeMsi U 2 HEAENH IOCIE
JUIsl aKTUBHOTO KOMITOHEHTa) 2 JICYCHUsS] UTPAKOHA30JIOM. MOXeT ObITh CHIDKEHA

3¢ G exTHBHOCTH peropadenunda.

Wpunorexan Hpunotekan u ero akTuBHBIN | IIpoTHBOMOKa3aH BO BpeMs M B TeUeHHE 2 HEIENb
MeTaboJIUT - MOBBILIEHUE | TIOCIE JICUSHUS] UTPAaKOHa30JIoM. [lOBBIIEH pHCK
KOHLIEHTPAI[N (cremeHb | MOSIBJIGHUsST ~ HEXENATEJbHBIX  peakuuii  Ha
HensBecTHa)™" UPUHOTEKAH: IMOTEHIMAJIbHO YIPOXKAIOIIasi XHU3HU

MHUeJIoCcynpeccud U auapes.

AHTHIICHXOTHKH, aHKC

HOJUTUKHA H CHOTBOPHBIC CpeACTBA

Annpazonam
Apununpazosn
Bpotuzonam
Bycnupon
Tanonepunon
Munazosnam (B/B)

Amnmpazonam Cmax (<), AUC (11)
Apwuranpazon Cmax (1), AUC (1)
Bportuzonam C max (<), AUC (11)
Bycmupos Crax (1111), AUC (1111)
Ianonepunon Cmax (1), AUC (1)
Mmunasonam (B/B) — HOBBIIICHHE
KoHIeHTparmH (11)°

[IpuMeHsATH C OCTOPOXXHOCTBIO, HAOMIOMAaTh Ha
TIPEAMET IOSABJICHUS HEXENATEeIbHBIX peakuuii Ha
AQHTUIICUXOTHKH, aHKCHOJIUTHKH WJIM CHOTBOPHBIE®,
MOXET TOTpeOOBaThbCS CHIDKEHHE 103  OTHX
TIpenaparos.

Tepocnupon Mepocrpor Cmax (111), AUC (111)

KBernanun Ksernarmmt Cmax (11), AUC (111)?

Pamenrteon Pamenreon Cmax (1), AUC (1)*

Pucniepunaon PucnepuaoH — IOBILIEHHE

xoHuenrpauu (1)°

CyBopekcaHT CysopexkcanT Cmax (1), AUC (11)?

30IMMKJIOH 3omukiioH Cmax (1), AUC (1)

Jlypasunon JIypasumon Cmax (111), AUC (111)* | IIpoTuBOIOKa3aH BO BpEeMs W B TCUCHHE 2 HEICIb
[OCJIe JIEYEHHUs WTPAKOHA30JIOM. IOBBILIEH PHUCK
TIOSABJICHUS HEXKEJIAaTCIbHBIX peaKHHﬁ Ha
JypasHIOH: TUIIOTEH3HUS, IIMPKYJISTOPHBIN KOJLUIANC,
TSDKEJIBIE 9KCTPANIPAMHUIHEIE CHMIITOMBI,
CYJIOPOTH.
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KiauHnyeckne KoOMMeHTapHuH (CM. IPUMeEYaAHHA)

Mupazomnam Mupazonam (repopanbHO) [IpoTrBOMIOKa3aH BO BpeMs U B TEUCHHE 2 HEACTb
(IepopaIbHO) Cmax (1-11), AUC (11-1111) IoCNIe JICYCHU HTPAKOHA30JIOM. HOBLILuevH pHCK
MOSIBIICHHST ~ HEKENATENBHBIX  PeaKIuit Ha
MHAa30J1aM: yYTHETEHHE JBIXaHUS, OCTaHOBKA
CepIIa, MPOJIOHTUPOBAHHAS CENAIN H KOMA.
TTumosup IMumosug Cmax (1), AUC (11)2 [IpoTrBOMIOKa3aH BO BpeMs U B TEUCHHE 2 HEACHTb
rocne Jie4eHus HTpakoHasonoM. [loBeimieH puck
TIOSIBJICHUSI HEXKEJIATEIbHBIX PEaKIMi Ha MUMO3HI!
apUTMUM  CepAlla, BO3MOXHO, CBs3aHHbIE C
nposionraiet uHTepBana QT u  mupysTHOM
TaxUKapAuei.
Ceprusaon CepruHI01 - noBeinienre | IIpoTrBonokasan Bo BpeMs U B TeUeHHE 2 HeAeNlb
KOHIICHTPAIIH (cremenp | mocne JEYEHHS WTPAKOHA30JI0M. [IOBBINIEH pHCK
Hens3BecTHa)™" MOSIBIICHHST ~ HEKENATENBHBIX  PeaKIuit Ha
CepTHUHION: mposoHTammsa wHTepBaga QT w
MMUPYITHAS TAXUKAPAHUSL.
Tpuazonam Tpuazonam Cmax (1-11), [IpoTtrBONOKa3aH BO BpeEMS U B T€UEHHE 2 HENENb
AUC (11-1111) mocyie JICYCHUST WUTPAKOHA30JI0M. HOBBILueVH pUCK
MOSIBIICHUST ~ HEKENATENBPHBIX ~ PeaKmuit Ha
TpUa3ojaM: CyJIOpOIH, YTrHETEHUS  JIbIXaHHS,
AQHTHOOTEK, allHO? U KOMa.
IIpoTnBOBHpPYCHBIE CPEICTBA
AcyHaripeBup AcyHarpeBup [IpuMeHsATh € OCTOPOIKHOCTBIO; cCHenUu(pHYECKUE
(c ycuneHnuem) Cmax (111), AUC (111)* JIeHCTBUS ONUCAHbBI B HHCTPYKIUH 110 TPUMEHEHHUIO
Tenodopupa TenodoBup - MOBBIILIEHUE | TPOTHBOBHPYCHOTO Mpernapara.
JU30IIpOKCUIIA KOHLIEHTPAI[X (creneHb
dymapar (TDF) Hewn3BecTHa)P
Bonenpeup BoneripeBup Crmax (1), AUC (11)? [IpuMeHSATH € OCTOPOXHOCTBIO, HaOMIONATh Ha
Utpakonazon - TIOBEIIICHUE | MIPEIMET IOSIBIICHHS HEXENATeIbHBIX peakiuid Ha
KOHIICHTPAIIH (cremeHp | UTpakOHAa30d  wW/miaM  OoIeENmpeBHP®,  MOXKET
Heus3BecTHa) &P moTpeOOBaThCSl CHIDKCHHE [03BI HWTPAKOHA30JIA.
Crenmduyeckrie TeHCTBHUS YKa3aHbI B HHCTPYKIIH
10 MPUMEHCHHIO OOIeTIpEBHUpA.
KobGumucrar Koobumucrar - noBeIieHue | [IpuMEHSATh € OCTOPOXKHOCTBIO, HaONIONaTh Ha
KOHLEHTPAIN (cremeHb | MpeAMET IMOSBJICHUS HEXENATeJbHBIX peakuuil Ha
HensBecTHa)™" UTPAaKOHA30JI, MOXET MOTPeOOBaThCsS CHIDKEHHE
HWrpakoHazon - MOBBIIIEHUE | O3Bl UTPAKOHA30A.
KOHILIEHTpaLUU (cTemnenpb
HensBecTHa) &P
JaknatacBup Haxnatacsup Cmax (1), AUC (11)? [IpumMeHsITh C OCTOPOKHOCTBIO, HAOMIOJaTh Ha
Banumpesup Banunpesup Cmax (111), IIPEIMET IOSIBJICHUSI HEXKENATEIbHbIX PEAKLMI Ha
AUC (111)*? JTAKJIATAaCBHP/BAaHHUIIPEBUP®, MOXKET MOTPeOOBATHCS
CHIDKEHHE JI03bI JaKJIaTaCBHPa/BaHUIIPEBHPA.
HapynaBup Y cuIeHHBI PUTOHABHPOM [IpuMeHsITh € OCTOPOXXKHOCTBIO, HaOJIOJATh Ha

(c ycunenuem)

®docammnpeHaBup (¢

JlapyHaBHP:
Crmax uTpakonasoma (11), AUC (11)?
YcuneHsusii PUTOHAaBUPOM

OpEAMET TIOABJICHUA HEXKCIIATCIIbHBIX peakunﬁ Ha
HUTPAKOHA30JI, MOXKET HOTpe6OBaTI)C$[ CHHIKCHUC
J03bI UTPAKOHA30J1a.

YCHUIIEHHEM (ocammnpenaBup: Cmax HTPAKOHA30J1A
PUTOHABHPOM) (1), AUC (11)*
Temanpesup TenanpeBup: Cmax UTpakonasoina (1),
AUC (11)°
OnBuUTErpaBup OnBurerpaBup Cmax (1), AUC (1)* [IpuMeHsATH C OCTOPOXXHOCTBIO, HaAOMIOMATh Ha
(ycuneHHblIi) Hrtpakonason - MOBBIILICHUE | MPEAMET MOSBJICHHS HEXENATENIbHBIX peakiuil Ha
KOHIICHTPALHU (cTeneHb | UTPAKOHA30J M/WIM BIBUTErpaBHp (YCHIICHHBIIH

HEen3BeCTHa) &P

puToHaBUPOM). MOXKeT OTpeOOBaThCSI CHIKEHHE
J03bl  UTPAKOHA30Jla; CM. HMHCTPYKIHIO IO
MIPUMEHEHHIO YIBUTETPABHPA.
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KiauHnyeckne KoOMMeHTapHuH (CM. IPUMeEYaAHHA)

O¢aBupens OdaBupens Cmax HTpakoHasona (|), | He pexomenmyercs B TedeHHe 2 HEOeNb A0 M BO
AUC () BpeMsl JICUCHHS HUTpPaKoHA30JoM. D(PPEeKTHBHOCTH
Hesupanua Hesupanma Cmax uTpakoHazona (|), | HTpakoHa30J1a MOXKET OBITH CHIDKCHA.
AUC (1))
KomOunarws: Onbacup Cmax(«), AUC (1) [IpuMeHsATH C OCTOPOXXKHOCTBIO, HaOMIOIATh Ha
Dnbaceup/ I'pazonpeBup Cmax(<>),AUC (11)? MpEeIMET TOSBJICHUS HEKEIATCIBHBIX PEaKIUH,
I'pazompenup CBS3aHHBIX C  COBMECTHBIM  IpUMEHEHHEMS.
Crenmduyeckre TeHCTBHUS yKa3aHbI B HHCTPYKITIH
o mpuMeHeHno Dnbdacsupa/l'pazonpeBupa
KomOunarwst: I'mexanpeBup Cmax(11), [IpuMeHSTH ¢ 0CTOPOKHOCTHIO, HAOIIOIAaTh Ha
I'mexanpesup/ AUC (11-111)2 MIpEeIMET TOSBIICHHS HE)KENaTeNbHBIX PEaKITHid,
[MubpenracBup [Mu6pentacBup Cmax(<> - 1), CBSI3aHHBIX C COBMECTHBIM IPUMEHEHHEM®.
AUC (& -11)° Crneunduyeckne JeHCTBUS YKa3aHbl B UHCTPYKINHU
no npumenenuto [nekanpesupa/IludpeHTacsupa
Wuaunasup KourenTpanus urpakonasosna (1)° [IpuMeHATH € OCTOPOXHOCTBIO, HaOMIOIaTh Ha
NuauuaBup Cmax(<>), AUC (1) IIpeIMET IOSIBJICHUS HEXKENAaTeIbHbIX PEAaKLUil Ha
UTPaKOHA30JI  W/WIH WHIUHABUP®, MOJKeT
HOTpeOOBaThC CHUKEHUE 103 UTPAKOHA30J1a U/UITU
WH/IHABUpA.
MapaBupok Mapasupok Cmax (11), AUC (111)? IIpumMeHsITh C OCTOPOXKHOCTBIO, HaOMIOJaTh Ha
MpPEeIMET TIOSBICHUS HEXKENATeNbHBIX PEaKIuii’.
Mosxet moTpeOoBaThC CHIDKCHHE TTO3BI
MapaBHPOKa.
KomOunarwst: Htpakonazon Cmax (1), AUC (11)* [IpuMeHSATH € OCTOPOXHOCTBIO, HaOMIONATh Ha
Omb6urtacsup/ Omb6uraceup Cmax(<>), AUC (1)* TIPEeIMET TOSIBIICHUSI HEXENATeIbHBIX pPEakiuid Ha
ITapuranpesup/ [Mapuranpesup Cmax (1), AUC (11)* | uTpakoHa30JI W/ TPOTHBOBUPYCHBIE CpeacTBa’.
Puronasup/ ¢ | Puronasup (1), AUC (1)%, Mosxer oTpe0oBaTHCS CHUXCHHE JI03BI

JacabyBupom uiau 6e3
HETO

Hacabysup (1), AUC (1)*

utpakonasosa. Crieruduyeckue AeHCTBHS OMUCAHBI
B MHCTPYKIMUSAX 1O IPUMEHEHHUIO dTHX MPenapaToB.

Puronasup Utpakonazon Cmax (1), AUC (11)? [IpumMeHsITh C OCTOPOKHOCTBIO, HAOMIOJaTh Ha
PuronaBup Cmax(<>), AUC (1)? IIPEeIMET IOSIBJICHUSI HEXKENATEIbHbIX PEAKLU Ha
UTPaKOHA30J1 W/wiM  putoHaBupC. Moxer
NOTpeOOBaThCS CHHMIXKEHHE [O3bl HTPAKOHA30Ia.
Crneunduyeckne 1eHCTBUS ONMCAHBI B MHCTPYKIINU
110 IPUMEHEHUIO PUTOHABHPA.
CakBuHaBUP CakBunaBup (06e3 ycuieHus) [IpuMeHsATH C OCTOPOXXHOCTBIO, HAOMIOMATh Ha
Cmax (11), AUC (111) MPEeIMET IOSIBIICHUST HEXENaTeNbHBIX pPEeakiuid Ha
Hrpaxonazon (c YCWICHHBIM | UTPaKOHA30J  W/WiIM  cakBuHaBuUp®.  Moxer
cakBUHABUPOM) Cmax (1), AUC (11)* | moTpeOoBaThCcsI CHMIKEHHE JO3BI HTPAaKOHA30JIa.
Crneunduyeckne 1eHCTBUSI ONUCAHBI B MHCTPYKIINU
10 MPUMEHEHHIO CaKBHHABHPA.
Cumenpesup Cumenpesup Cmax (11), AUC (111)* | He pexomeHnmyercst BO BpeMsI U B TeUeHHE 2 HeJelb

IMOCJIC JICYCHU S UTPAKOHA30JI0M.

Berta-0J0kaTopBhI

Hanomon

Hanonon Cmax (171), AUC (11)

[IpuMeHsITh C OCTOPOKHOCTBIO, HAONIONaTh Ha
OpEAMET TIOABJICHUA HEXKCIIATCIIBHBIX peakunﬁ Ha
Hazo70J°. MoXeT moTpedoBaThCs CHUKEHHUE JTO3bI
HaJI0JI0JIA.

B.]IOKaTOpLI KaJbIIMEBBIX KAHAJI0B

benpuaun

Benputun - TIOBBIIIIEHHE
KOHILIEHTPAILUH (cTemenn
HEU3BeCTHA)™"

[IpoTuBONOKa3aH BO BpeMs U B TE€UEHHUE 2 HEAENb
Mocje JIeYeHUs] UTpaKkoHa3onoM. [IoBblIeH pHCK
TIOSIBJICHUSI HEXKENIATENbHBIX Peaki Ha Oerpuan,
TaKMX KaK HOBas apuUTMHS M IKEIyJI0YKOBas
TaxXUKapAusi 110 THITY TUPYITHOH.
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KiauHnyeckne KoOMMeHTapHuH (CM. IPUMeEYaAHHA)

Hunrnazem JuntrazeM w©  wWTpakoHa3od — | [IpuMeHATH C OCTOPOXKHOCTHIO, HAOMIOJATh Ha
MOBBIIICHHE KOHLICHTPALUH | TIPEIMET IOSBJICHHUS HEKENATENbHBIX PEaKIMH Ha
(cTeneHs Hem3BecTHA)? HUTPaKOHA30J n/unu AITHA3EMS, MOXET
MOTPeOOBATECSI CHIDKGHHE O3Bl HTPaKOHa30JIa
/W OUITAA3EMA.
denoaunuH OemomunuH Cmax (111), AUC (111) | IlpoTnBomoka3aH Bo BpeMs M B TeUCHHE 2 HEIENb
JlepxaHuaUIUH Jlepkanuaunun AUC (1111)? IocJie JIeYeHHUs HUTpakoHa3osoM. IloBelieH puck
Huconpunun HuconaunuH Crax (1711), MOSABJIEHUs] ~ HEMKEJNATENbHBIX  PEaKLUi Ha
AUC (1111)? JTUTUIPOTTUPUIUHBIL: TUTIOTEH3US "
nepudepudIeckuii oTex.
Hpyrue JIMruaponupuinHbL — MOBBIIICHUE [IpuMeHsATH C OCTOPOXXHOCTBIO, HaOMIONATh Ha
JuruaponupuiuHeL KOHLIEHTPAIMHU (CTENeHb MIPEAMET IOSBJICHUS HEXENATeIbHBIX peakuuil Ha
Hen3BecTHa)™" JUTHPOTTUPUINHEL/BepariaMuiI®, MOXKET
Bepanamun Bepanamui — noseleHue noTpeboBaThCs CHIKEHHE 103

KOHIIEHTpalUu (CTeneHb
Hewn3BecTHa)P

JUTHIPOTTUPUINHOB/Bepanamuia.

PazinuHble cpeacTBa /4 JedeHusi 3a00/1eBaHUIl cepAeYHO-COCYAUCTOM CHCTEMBbI

AnuckupeH Amuckupes Cmax (111), AUC (111) He pexomennyercs Bo BpeMs U B TeUEHUE 2 HENEIb

Pronurynar Puorurynat Cpax (1), AUC (11)* MoCIie JICYeHHNs HUTPaKOHa30JI0MC. TTOBBINIEH PHUCK

CunneHadn (s | Cunpenadui/Tagamadmt — TIOSIBIICHISI HEXKEJIATeIIbHBIX Peakinid Ha CepAeuHO-

JICYCHUS JIETOYHOM | TIOBBIIICHHE KOHIIGHTPALUU COCYIHUCTEHIH Iperapar.

TUIIEPTECH3HN) (cTenens HensBecTHa, HO 3B PeKT

Tananadun (w1 | MOXeT OBITh DoJiee BEIPAXKECHHBIM,

JIeYCHUSI JIETOYHOW | 9eM COOOIIEHO JUI YPOIOTHYECKUX

TUTEPTEH3UN) cpenetn) &P

Bo3enran Bozernran Cmax (11), AUC (11)? [IpuMeHSATHP € OCTOPOXHOCTBIO, HaOMIONATh Ha

I'yandamux I'yardanua Cmax (1), AUC (11)* TIPEeIMET TIOSIBIICHUSI HEXENATeIbHBIX pPEakuid Ha
0o3eHTaH/TyaHpAIMH®, MOXET MOTPeOOBaTHCS
CHIDKCHHME J103bI 003¢HTaHa/ryaHbalmHa.

WBabpanux WBabpaanH Cmax (11), AUC (111)* [IpoTuBOMNOKa3aH BO BpeMs U B TEUEHHE 2 HEAeib
HocJie JieueHHs: UTpakoHa3osoM. [loBbIlIeH puCK
NOSIBJICHHUST ~ HEKeNaTeNbHBIX  peakuuid  Ha
UBaOpa/inH, TAKUX Kak (GUOPUILIALUS NpeACepanH,
Opanukap/ausi, CHHYCOBasi OCTaHOBKa cepjala |
OIoKaja cepama.

Panonazun Panonazus Cmax (11), AUC (11)* [IpoTuBOMOKa3aH BO BpeMs U B TEUYCHHUE 2 HEICHb

ocCJie JICYCHUA HTPAKOHA30JI0M. [ToBeimen PHUCK
TIOABJICHHUA HCXCIIATCIbHBIX peaKHI/Iﬁ Ha
PAaHOJIa3WH, TAKUX KaK NPOJIOHT AU MHTEPBAJId QT
M IMo4YC€YHas HCJOCTATOYHOCTD.

KoHTpauenTupHbIe cpeicTsa

JueHorecT Huenorect Cmax (1), AUC (11)* [IpuMeHATHP € OCTOPOXHOCTBIO, HaONIONATh Ha

Y umpucran VYmumpucran Cmax (11), AUC (111)* | mpeaMeT NOSBICHHS HEKeTAaTElIbHBIX PEaKIui Ha
KOHTpAaleNTHBHbIE ~ CpeicTBA®  crienuuuecKue
JICUCTBHUS yKa3aHbl B UHCTPYKIIUSX 110 IPUMEHEHHUIO
JIMEHOTECTa/ yIUNPHUCTAIIA.

JAuypeTuku

OrepeHoH OmieperoH Cmax (1), AUC (111)* IIpoTuBOTIOKa3aH BO BpeMS U B T€UEHHE 2 HEJENb

TIOCJIE JICYCHUA HTPAKOHA30JI0M. IToBpImICH PUCK

TIOSABJICHHUSA HCXCIAaTCIbHBIX peaKuHﬁ Ha
OIIJICPEHOH, TaKHUX KakK TUNICPKAJTUCMUA u
TUIIOTCH3UA.

)Kenyno-mo-lmmeqﬂme cpeacrBa

Arnpenutanr Amnpermuraat AUC (111)* [IpuMeHSATHP C OCTOPOXKHOCTBIO, HAONIONATh Ha
Jlonepamun Jlonepamun Cmax (11), AUC (11) MpeAMEeT MOSBJICHUS HEXeJaTeNbHBIX peakuuil Ha
Herymurant HerynuraaT Chmax (1), AUC (111) aTnpenUTaHT/IOTIePaMUl/HETY T TAHT®, MOXET
moTpeOoBaThCs CHIDKEHUE JTO3BI
anpenuTaHTa/JIOMePaMHUIa. Crenuduueckue
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NEHCTBUS Ui HETYyNHTaHTa TPEACTaBICHBI B
HWHCTPYKIIHH.

Huzanpug

MOBBILIICHHE
(cTemneHb

Huzanpun
KOHIIEHTPAIUH
Hem3BecTHa)™?

[IpoTuBoOmOKa3aH BO BPEMS M B TCUCHHE 2 HENEIb
mocne JIe4eHus HTpakoHa3onoM. I[loBemmieH puck
TIOSABJICHUSI HE)KENNATEIbHBIX PEAKIUi Ha IU3aNPU,
TAaKUX KaKk  TSDKEIbIE  CEpIEYHO-COCYAUCTBIC
SIBJICHUS], BKJIIOYasi mpojoHranuio mHrepBana QT,
Cepbe3HBbIE XKETyJOUKOBbIE apUTMUHN U MUPYITHYIO
TaXUKapIuIo.

Homnepuaon

Jomnepunon Cmax (11), AUC (11)

IIpoTtuBOMOKa3aH BO BpeMS U B T€UEHHE 2 HEJENb
mnocJyie Jie4YeHus HUTpakoHa3zosoM. [loBeillieH pHCK
TIOSIBJICHUSI HEeXeNaTelbHbIX  peakuui Ha
JOMIIEPUAOH, TAKUX KaK TSDKENBIE KEIyI0YKOBHIC
ApPUTMUH U BHE3AITHAS CepPICYHAsI CMEPTh.

Cpeacrtaa
CHIDKEHUS
KHACJIOTHOCTH JKeITyIKa

IS

HUrpakonazoi: Cmax (1), AUC (|])

HpI/IMCHﬂTL C OCTOPOKHOCTBIO npenaparsl,
CHIJKAKOMINEC KHUCIOTHOCTb JKCIYyAKd, HapuMep
TaKHue HeﬁTpaHHSleH.[HC KHCJIOTY CpCACTBA, KakK

AIIOMUHUS ~ THAPOKCUA, WIM  HOJABIIIONINE
BBIpa0OTKY  KHCIOTBHI  TIpemapaThl, HarmpuMmep
aHTaroHUcTel Ho-penentopoB ¥ MHIHOMTOPHI

IIPOTOHHOM noMnbl. 1Ipy 0JHOBpEMEHHOM JICUEHUH
HEUTPanu3yOIUMHU KHCIIOTY CpENCTBaMHU,
HalpUMep aJIIOMHUHMS THIPOKCHUIOM, UX CIELYeT
IpUHUMATh 1O KpaifHel Mepe 3a 2 yaca A0 WIH
yepe3 2 gaca IOCNe IpueMa Karcyjl UTpakoHa3oja
(cM. «Oco0ble YKa3aHUMD»).

Hanoxkceron Hanokceros Cmax (111), [IpoTrBONOKa3aH BO BpeMsl U B TeUEHUE 2 HENEIb
AUC (T111)* nocJjie JIEYeHUs HUTpakoHa3zosoM. [loBeleH puCK
MOSBICHUST ~ HEXXENATEIbHBIX  peakumi  Ha
HaJIOKCETOJ, TaKMX KaK CHMIITOMBI OTMEHBI
OITHOMJIOB.
Saccharomyces S. boulardii - cumkenne | He pekoMmeHmyercsi BO BpeMs U 2 HEJCIH IOCIe
boulardii KOJIOHM3AINK (CTETICHh HeM3BECTHA) | JICYSHHS UTPAKOHa30JI0M. D HEeKTUBHOCTS
S. boulardii mosxer GBITh CHIKEHA.
MmMmyHOCynpeccopbl
Byneconun Byneconnn (amst MHTaISIMN) [IpuMeHATH € OCTOPOXHOCTBIO, HaOMIONaTh Ha
Cmax (1), AUC (11); IpeaMeT MOSABIICHHS HEXXeNaTelIbHbIX PEeakuui Ha
oyneconun (mpyrue GoOpMbI) — | HMMYHOCYNPECCOPBI, MOXET noTpeboBaThCs
MOBBILICHHE KOHLIEHTPALMK | CHUIKEHHE /1036l IMMYHOCYTIpeccopa.
(cTeneHb Hen3BecTHA)*P
Iukneconnn Hukneconnn — (UIS  WHTASAIAN)
Cimax (11), AUC (11)°
Huxnocnopun HuxnocnopuH (B/B) —
TIOBBINIEHHE KOHIEHTpAIuy (<> - 1)°
[uknocnopun (apyrue ¢Gopmbl) —
MOBBILIEHHE KOHLICHTPALHH
(cTemeHn Hen3BecTHA)™P
JlekcamerasoH Hekcamerason B/B Cmax (),
nepopasibHO Cmax (1),
AUC (11) ast B/B, IepOpaIbHO
DiyTHKa30H @nyTrka3oH (I WHTAOAN) —
TNOBbINIEHME KOHUeHTpamuu  (11)P
Onyrrka3on (HazanpHas ¢opma) —
TOBBIIIEHHE KOHIEHTparuu (11)3P
MerTtunmnpeHU3010H MeTHinpeAHH30JI0H  (IIepopajbHO)

Crmax (1-11), AUC (1)

MeTunmnpe1HA30II0H (B/B)

AUC (17)
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Taxpomumyc Takpomumyc (B/B) - TOBBINICHHUE

KOHIeHTparmH (1)°

Takponumyc (TIepopaiibHO)

Crmax (17), AUC (17)°
Temcuponumyc Temcuponumyc (B/B)

Ciax (11), AUC (11)°
DBEpONUMYC 9Bepormumyc Cmax (11), AUC (1111)? | He pekoMeHmyeTcst BO BpeMsl M B TeUCHHUE 2 HEJCIb
Cuponumyc Cuponumyc Cmax (11), AUC (1111)? | mocie neueHuss urpaxonazoniom®. ITOBBIMICH pUCK
(panamuIuH) TTOSIBJICHUSI HEeXKeNaTeIbHBIX peaximit Ha

SBepOJ'II/IMyC/CI/IPOHI/IMyc.

IIpenapatsl, peryJupyomue ypoBeHb JUIHI0B

ATopBacTaTuH ATtopactatut Cmax (&> - 11), [IpoTHBOMOKa3aH BO BpeMs M B TCUCHUC 2 HEICTb
AUC(T-11) mnocJyie Jie4YeHus HUTpakoHa3zosoM. [loBwiieH puck
TTOSIBIICHHS He)KeJaTeIbHBIX peakumit Ha
JIOBAaCTaTHH/CHMBACTaTHH, TaKMX KaK MHOIATHS,
pabIoMHONIM3a ® OTKJIOHCHHS J1a0OPaTOPHBIX
mapaMeTpoB (pYHKINH TICUCHH.
Jlomuranuy Jlomurarmun Cmax (1111), IIpoTuBomOKa3aH BO BpeMs U B TEUCHHE 2 HEJENb
AUC (1111)2 MocJie JISYCHHS HWTPaKoHa30JIoM. [TOBBIMIEH pHCK
TTOSIBIICHHS HE)KETATENbHBIX  peaKui Ha
JIOMUTAMNU/, TAKAX KaK MCUCHOYHAS TOKCHYHOCTh U
TsDKeTIast KeyI0YHO-KUIIeYHAas PeaKiusl.
JloBacratun JloBactatut Cmax (1111), IIpoTtuBOMOKa3aH BO BpeMS U B T€UEHHE 2 HEJENb
AUC(I1T1D) nociie JieYeHUsT UTpaKkoHa3oJioM. [IOBBIIIEH pHUCK
CumBacTaTUH CumBacTtatuH Cmax (1111), HOSIBJICHHUS HEXeJaTelbHbIX peaknui Ha
AUC(I1T1D) JIOBACTaTHH/CMMBACTaTHH, TAaKUX KaK MHOIATHS,

pabgoMuonmM3a ¥  OTKIOHCHHS
mapaMeTpoB (pYHKINH TICUEHH.

mabopaTOPHBIX

HecTtepouanbie IPOTHBOBOCHAJINTEIbHbBIE CPECTBA

Menmokcnkam

Menokcukam Cmax (1]), AUC ({)

HpI/IMeHﬂTb C OCTOPOKHOCTBIO, Ha6J'I}OZ[aTL Ha
npeaAMET CHUKCHUA 3(1)(1)GKTI/IBHOCTI/I MCJIOKCHUKaMa,
MOXET HOTp€6OBaTLC$I KOppeKIuAa JO3bI
MCJIOKCHUKaMa.

Pecnupatopnble cpeacTBa

Canmerepon Cammerepoit Cmax (1), AUC (1111)* | He pexomeHayeTcs BO BpeMs W 2 HEHETH IIOCIE
JeYeHHs ~ UTPaKoHa30JoM.  I[lOBBIIEH  pHCK
NOSIBJICHHUST ~ HEKeNaTeNbHBIX  peakuuid  Ha
caJIMeTepo’.

CeleKTHBHbIE HH]"HGI/ITOPB] oﬁpaTnoro 3axBaTa CCPOTOHUHA, TPUIUMKIUYECCKHUE U IPYIrUe AaHTHACIIPECCAHTDI

PeboxkceTnn
Bennadakcun

Pe6oxcernt Cpax («),AUC (1)?
Bennagpakenn Cmax (1), AUC (1)?

[IpuMeHATh C OCTOPOKHOCTBIO, HAOMIOMATh Ha
NpeaAMET TMOABJICHUA HCEKEIATCIIbHBIX peaKuHﬁ Ha
pebokceTrH/BeHnahakCUH, MOXKET MOTPEOOBATHCS
CHIKEHHE J103 peOoKceTHHA/BeHIahaKCHHa.

YpoJioruyeckue npemna

aThl

Asanadun

Asanadpun Cmax (11), AUC (1111)?

[IpoTuBOMOKa3aH BO BpeMs U B TEUEHHE 2 HEAEHTb
1ocJie JIeYeHUs HUTpakoHa3osioM. [loBwilieH puck
TIOSIBJICHUSI HEXKEJIATEIbHBIX peaklnii Ha aBaHadw,
TaKMX KakK IIpHanu3M, HapylleHWs 3peHus U
BHE3aIlHas [10Teps CiayXa.

JlanokceTux JHamnokcetnH Cmax (1), AUC (1)? [IpoTuBONOKa3aH BO BpeMs U B TE€UEHHUE 2 HEAENb
Mocje JIEYeHUs] UTpaKkoHa3onoM. [IoBblIeH pHCK
MOSIBIICHUsI ~ HEKEJNATEeNbHBIX  peakunuil Ha
JNAOKCeTHH, TaKUX  KaK  OpPTOCTAaTHYECKas
TUTNIOTEH3HS U BU3YAIbHBIE 2P DEKTHI.
Hapudenanna Hapudenanud Cmax (111), He pexomenayercs BO Bpems M 2 HEIENH IOCIE
AUC (T11-1111)3 JIEYeHUsT ~ WTpPaKoHa30JioM.  [loBBINIEH  PHICK
Bapaenadun Bapaenaduia Cmax (11), AUC(1711)? | nosBiaeHus HEeXeNaTeIbHbIX peakuuit Ha

napudenanun/Bapaenadun’.
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HyTtacrepun HyracTtepun - noBeImeHue | [IpUMEHATh € OCTOPOKHOCTBIO, HaOIIOAaTh Ha
KOHIICHTPAI[HU (cremeHb | mMpeAMET MOSBICHUS HEXENATEIbHBIX pEakiuil Ha
Hem3BecTHa)™? YPOJIOTHYECKHE TIPEnapaThi®, MOXKET ITOTPEOOBATHCS
Nmvunadenarma Nmvunadpenanua Cmax (1), AUC (1) CHIDKCHHE JI03bI  yPOJIOTHYECKOTO Iperaparta.
OxcuOyTHHUH OkcuOyTHHHH — noBeimeHue | Crnermuduieckue  JIEHCTBUS 1O  JTyTacTepUAy
KoHueHTpanuu (1)° yKa3aHbl B MHCTPYKIIUH 1O €ro MpUMEHEeHU0. J{ist
Cunnenadun Cunnenadui Cmax (11), cuinneHadpwia ¥ Tajanaguia CM. TaKkKe pasien
(3pexTunbHas AUC (11-1111)2 «Oco0bIe yKa3zaHUD».
JUCHYHKIHS)
Tananadun Tapanadun Cmax (1), AUC (11)2
(3pekTuabHas
TUCHYHKITUS U
noOpokadecTBEHHAS
THIIEPIUIA3Us
MpPeICTATeNbHOM
JKeJe3bl)
TonTtepoaun Tontepoaut Cmax (1-11),
AUC (11)?® y mup co crnabsiM
metabomuszmom CYP2D6
Y aenadun Yaenabun Cmax (1), AUC (11)?
de3oTepoauH ®deszorepoau Cmax (11), AUC (11)* | [IpoTuBomoka3aH MaleHTaM C  HapylICHHEM
(GYHKUMM TE€YeHH WM II0YeK OT CpelHedl 1o
TSDKEJION CTENEHU TSHKECTH BO BpEMs U B TCUCHUEC 2
HeJleJb M0CTIe JICUCHHsT UTPaKoHAa3010M. [1oBbIlIeH
PHCK TOSBJICHHS HEXKENATEIbHBIX PEaKUUi Ha
(be3orepouH, TaKUX Kak TSKEIbIC
antuxonuHepruueckue 3ddekrel. I[lpumeHsaTs ¢
OCTOPOXKHOCTBIO Y JPYTHX MAIMEHTOB: HAOIIOAATh
Ha MpCAMET IMOABJICHUA HCKEIATCIIbHBIX peaKuHﬁ
Ha (he30TEePOIMH®, MOKET MOTPEOOBATHCS CHUYKCHUE
J103b1 (Pe30TEpOAMHA.
Conudenanun Comudenanut Cmax (1), AUC (11)* | [IpoTuBOmoOKa3aH MaleHTaM C  HapyIICHHEM
GYHKUMM TOYEK TSDKEIOH CTemeHH WM C

HapylIeHHeM QYHKIMU NIEYSHHU OT CPeTHEN TSDKECTH
JI0 TSDKEJIOW CTENEeHW BO BpeMs U B TEYEHUE 2
HeJleJIb T0CTIe JICUSHHUsT UTPaKoHa30J10M. [ToBbIIeH
PHCK TIOSBIICHUSI HEXKENaTeNbHBIX peaknuuid Ha
comdeHaH: aHTUXOJHMHEePTHIeckre 3PQPEeKThl u
npoJioHranus uarepsaia QT.

[IpuMeHsATP €  OCTOPOXHOCTBIO Yy  JIPyTHX
MAMeHTOB, HAONIOAATh HA IIPEAMET IOSIBICHUS
HE)KeJaTeNIbHBIX PeaKknii Ha con(peHannH, MOXKET
HoTpeOOBaThCS CHUKEHHE J103bI COH(eHalnHa.

Jlpyrue npenapartsl U JeKapcTBeHHbIE cpecTBa

AJNUTPUTHHOUH AJUTPUTUHOMH [IpuMeHsATh € OCTOPOXXKHOCTBIO, HAOJIOJATh Ha
(mepopaibHO) Cmax (1), AUC (1)? TpeIMEeT TOSBJICHHS HEeXeNaTeNbHBIX peakiuii Ha
Kab6eprommn Ka6epronu Cmax (11), AUC (11)? AN TPUTHHONH/KaOeproIH/KaHHAONON b1/
Kannabuouipt KannaOuouipl — MOBBIIICHUE LUHAKAIIET, MOXKET MOTPe00BAThCSI CHHIKEHHUE /103
KOHLICHTPAIHH, CTEIIeHb | THX Mpenaparos’.
HEM3BEeCTHa, HO BeposaTHO (171)2
[uHakanmeT Hunrakamet Cmax (11), AUC (11)2
Konxunun KomxummH Cpax (1), AUC (11)? [IpoTuBonOKa3aH malMEeHTaM C HapyLIEHUEM
(YHKIMM TOYEK WM TIEYeHU BO BPEMs U B TEUCHUE
2 He#menp IOCIE  JICUCHHS  UTPAKOHA30JIOM.
[loBbimIeH pHCK  TOSBIEHUS  HEXKENaTeJIbHBIX
peakiii Ha KOJXHIMH: CHW)KEHHE CEepACYHOrO
BBIOpOCa, AapUTMHM  Cepilla, pPEeCIUpaTOPHBIA

JUCTpECC U YrHETeHHEe KOCTHOoro Mosra. He
PEKOMEHYETCSI APYTUM MAallMeHTaM BO BpPEMsl U B

27




Knaccel nmpenapartos
U Npenaparsl

O:xupaemblii/

NOTCHIHAJIBHBIA  3(pdexT MmO
OTHOLIEHHUIO K YPOBHIO Npenapara
(cM. CHOCKH)

KiauHnyeckne KoOMMeHTapHuH (CM. IPUMeEYaAHHA)

TeUeHUE 2 HEACHb IIOCHC JICUCHUS HUTPAKOHA30JI0OM.

bonee BBIpa)keHHOE MOBBILICHUE
OKMJAETCsl y JIMI CO CPEIHUM HIIH
cabbiM MeTaboIM3MOM
CYP2D6 IMs/PMs u
OJTHOBPEMEHHOM
nunruouropa CYP2D6.

pu
NIPUMEHEHHUU

[loBpimeH pHUCK  TOABIEHUS  HEXKENATEIbHBIX

peakIii Ha KOJIXULMHS.
Onuriycrar CYP2D6 EMSs: Cuax dmmrmycrara | [IpoTmBomokasaH — mammeHTaM € CHIIBHBIM
1M, AUC (11)? merabommsmom CYP2D6 EMs, momydaronm

MOIIHBIN WM ymepeHHbld uarnouTop CYP2D6, a
TaKXkKe MalUeHTaM CO CpeJHHUM WIH CJa0bIM
merabosmzmoM CYP2D6 Bo Bpemsi u B TeueHue 2
Hezlenb Mocie Tepanuy uTpakoHas3onoM. IlosblmeH
PUCK TOSABICHMUA HEXelaTeIbHBIX peakiuil Ha
SNUTIIyCTaT: HposioHranusa uHTepBanoB PR, QTc
n/umu QRS, a Taxke cep/ieuHbIe apUTMHUH.
[TpuMeHATh ¢ OCTOPOKHOCTBIO Y JIMIl C CHIBHBIM
metabommsmom CYP2D6 EMs, nHabmromate Ha
MIPEAMET IOSBICHUS HEXENATEIbHBIX peaknuii Ha
AMUTITYCTaT’, MOXKET IOTPeOOBaThCS CHIDKCHUE
JIO3BI AIIUTITyCTaTa.

AJ'IKaJ'IOI/II[BI CIIOPBIHBU

AnKanoupl CTIOPBIHBH -
TOBBINIEHHE KOHLIEHTPALUK
(cTeneHb HensBecTHa)*P

[IpoTnBOMOKa3aHBI BO BPEMS U B TCUCHHE 2 HEJETh
nocie JieueHus HTpakoHa3oyoM. [IoBBIMIEH pHUCK
HOSABJICHUS HE)XXeTIaTeIbHBIX PEaKIUil Ha aJIKaIOU b
CIIOPBIHBH, TAKUX KaK 3PTrOoTU3M (CM. TaKkkKe pas3zen
«IIpOTHBOMUTPEHO3HBIE CPEICTBAY).

I'ananTamun

lanantamue Cmax (1), AUC (1)?

[IpuMeHsATh C OCTOPOXXKHOCTBIO, HAOMIOJATh Ha
HpeIMET MOSBICHHS HEXKENATENbHBIX PEeakLUi Ha
rajJaHTaMuH’, MOXXET NOTpeOOBaThCS CHIKEHHE
JI03BI FaJIaHTaMHHA.

HBakadrop

HUsakadrop Cmax (11), AUC (111)?

[IpuMeHATP C OCTOPOXKHOCTBIO, HAaONMIOIATh Ha
TpenMeT MOSBICHUS HEXKENAaTeNbHBIX PEakuuid Ha
uBakahToOp®, MOXKET MOTPEOOBATHCS CHIKEHHE 1035
nBakaTopa.

JlymakagTop/
HBakadrop

UsakapTop Cmax (11), AUC (11)?
Jlymakadtop Cmax (<), AUC («)?
Wtpakonaszon — CHUXKCHUE
KOHLIEHTPAIHH, CTEeleHb
HEU3BECTHA, HO, BEPOSATHO (|| ])

He pexomenayercs B TeueHHe 2 HE/AENb 10, BO
BpeMsi W B TeueHHe 2 HEAENb MOCie JICYCHUS
UTPAaKOHA30JIOM. Bo3moxHO CHIKEHUE
3G (GEKTHBHOCTH HTPAKOHA30J1a, BO3PACTaET PHCK
IIOABJICHUSA HEXKEJIAaTCIbHBIX peaKuHﬁ Ha
uBakadrop.

AHTaroHUCTHI PelienTOPOB Ba30NpeccuHa

Konusanran/ Konuanrtas Cmax (171), AUC (1111)? | He pekomenmyercsi BO BpeMs W 2 HeOedH MOCIE

TonBanTtan Toneantad Cmax (171), AUC (111)? JeyeHus:  uTpakoHazojoMm.  [loBelieH  pucCK
NOSIBJICHHUST ~ HEKeJaTeNbHBIX  peakuuid  Ha
KOHMBAITaH/ToJBanTan’.

Mo3aBanran Mo3asanraH Cmax (1), AUC (11) [IpuMeHSATH € OCTOPOXHOCTBIO, HaONIONATh Ha
TIPEAMET IOSBJICHUS HEXENATEeIbHBIX peakuuii Ha
MO3aBanTaH’, MOXET TI0TPeOOBaThCS CHIDKCHHE
JI03bI MO3aBaNTaHA.

IIpumeuanue

Cpeduee noeévluieHue KoOnyenmpauuu:

1: <100 % (<2 pa3);

11: 100 - 400 % (>2 pa3 u <5 pa3s);
111 400-900 % (=5 pa3 u <10 pas3);

1111: 210 pas.

Cpe()Hee CHUJICEHUEe KOHUenmpayuu:

1: <40 %;
11:40-80 %;
111:>80%.

Omcymcmeue Ipgpexma:

>,
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Hunst ormmcanus 3¢d¢dexra (cpeaHss KOJIOHKA) YKa3aHO Ha3BaHHE MCXOJIHOTO JIEKAPCTBEHHOT'O BEILECTBA, JAXKE €CIU
3 dEKT OTHOCUTCS K aKTUBHOMY KOMITOHEHTY MJIM aKTHBHOMY MeTa0OJINTy IPOJIEKapCTBa.

a. i mpenapaToB cO CTpeJIKaMH B CKOOKax OLIeHKa OCHOBAaHA Ha MEXaHHM3ME JICKapCTBEHHBIX B3aUMOJCHCTBUH M
HHQOPMAIUK O KIMHUYECKUX JICKAPCTBCHHBIX B3aUMOJCHCTBHAX C KETOKOHA30JIOM WM APYTUMH MOLIHBIMH
narudouropamu CYP3A4 w/unn narnburopamu P-roukonporenna nwin BCRP, a Takke Ha maHHBIX MOIESIUPOBAHMUSA,
KIHHAYECKHX CIy4aeB W/HIM SKCIEPUMEHTOB iN Vitro. JIyst Apyrux MepedrcleHHBIX IPENapaToB OICHKA OCHOBaHA Ha
JaHHBIX KIMHUYECKHX JICKAPCTBEHHBIX B3aMMOICHCTBUHI MpenapaTa ¢ HTPAKOHA30JI0M.

b. ITapameTps! papMaKOKHHETHKU HE YCTaHOBJICHBI.

c. CasizaHHBIE C TIpernapaToM HeEXKellaTelIbHbICe JIEKAPCTBEHHBIE PEAKLUUHM IPEJCTAaBICHBl B COOTBETCTBYIOLIECH
MHCTPYKIMH 110 IPUMEHEHUIO.

JMemu

JlexapCTBEHHBIE B3aMMOICUCTBUS U3YUYEHBI TOJIBKO Y B3POCIIBIX.

Oco0ble ykazanust

Bruanue na oeamenvnocms cepoya: B UCCIEOBAHUU HA 3JI0POBBIX 100OPOBOJIBLIAX UTPAKOHA30J1a
JUI BHYTPUBEHHOTO BBEACHUS OTMEUAIOCh Mpexo/siiee 0eCCUMIITOMHOE YMEHbLIEHHE (paKkLuu
BBIOpOCa JIEBOTO JKENy/J0YKa, HOPMaJIM30BaBIIEECS JO Cleaylomeld WHQY3uH Mpernapara.
Knuanueckast 3HAaYMMOCTH TIOJyYEHHBIX JaHHBIX JUISI MEPOPATIBbHBIX JIEKAPCTBEHHBIX (QOpM
HEU3BECTHA.

WtpakoHa3on oOnagaer OTpULATENbHBIM HHOTPONHBIM 3¢ dexTtoM. CoolIanocs 0 ciydasx
XPOHHUYECKON CEPIEYHOM HEIOCTATOYHOCTH, CBSI3aHHBIX C IIPUEMOM UTpakoHa3oua. [Ipu cyrounon
noze 400 Mr wrpakoHa3oja HaOMOJAOCh 0Oojlee 4YacToe BO3HHUKHOBEHUE —CEpICYHOU
HE/I0CTaTOYHOCTH; NPU MEHBIIUX CYTOYHBIX J03aX TaKOW 3aKOHOMEPHOCTH BBISBICHO HE ObUIO.
Puck BO3HMKHOBEHUS XPOHMYECKOW CEpJEYHOW HEIOCTaTOYHOCTH, MPEANOI0KHUTENbHO,
IPONOPIMOHANIEH CyTO4YHOM go3e. MTpakoHazonm He cielyeT NpPUHUMATh MalUeHTaM C
XPOHUYECKON CEepJAeYHON HEIOCTAaTOYHOCTHIO WM C HaJMYUMEM 3TOr0 CUMITOMOKOMILIEKCA B
aHaMHe3e, 3a HUCKJIIOYEHHEM CiIy4aeB, KOrJla BO3MOJKHAsl I0Jb3a 3HAUUTEIBHO IPEBBIIIAET
NOTEeHIMATbHBIN pucK. [Ipy MHAMBHIYaTbHON OIIEHKE COOTHOUICHHUS MOJNb3bl U PUCKA CIIEAYEeT
IIPUHUMAaTh BO BHUMaHHE Takue (akTOpbl, KaK CEPbE3HOCTh MOKAa3aHUH, PEXUM JTO3UPOBAHUS U
WH/IMBUIYyalTbHbIE (DAKTOPHI pHUCKa BO3HUKHOBEHUS CEpPACYHON HENOCTATOYHOCTH (MIIEeMHUYECKast
0OJIe3Hb Cep/illa, TOpPaXEHUs KIAMaHOB, OOCTPYKTUBHBIE OOJIE3HU JIETKUX, TMOYE€UHAs
HE/I0CTaTOYHOCTh U JApyrue 3abosieBaHUs, CONPOBOXAAIOLIMECS OTeKamM). Takux MNalMeHTOB
HEO0X0MMO MPOMHPOPMUPOBATH O TMpPHU3HAKAX M CHMIOTOMAax XPOHUYECKOH cepledHoM
HE/IOCTaTOYHOCTH W CIIEAWTH 3a WX TIOSBJICHWEM BO BpeMs Kypca JnedeHus. [lpm mosiBieHWH
MOI00HBIX MPU3HAKOB MTPUEM UTPAKOHA30J1a HEOOXOIUMO MPEKPATUTh.

VYrpoxaromue )XKU3HA apUTMHUH CEep/illa W/WIM BHE3alHas CMEPTh OTMEYAINCh Y MAllMEHTOB IMPH
OJTHOBPEMEHHOM MPUMEHEHUH METaJI0HA.

Brokaropel KambIMEBBIX KaHAIOB MOTYT O0JIafaTh OTPHIATEILHBIM WHOTPOMHBIM 3(ddexTom,

KOTOPBIA MOXKET OBITh AJJIMTHBHBIM IO OTHOIIEHWIO K 3¢ dexTy mrpakoHazona. Kpome Toro,
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WTPAKOHA30J MOXKET MHTHOMpOBaTh MeETabONMM3M  OJIOKATOPOB  KAJIBIIMEBBIX  KaHAJOB.
CrnenoBarenbHO, ClEAyeT MpPOSBIATh OCTOPOXKHOCTh IPU  OJHOBPEMEHHOM HPHUMEHEHHU
UTpPaKoOHa30J1a ¥ OJIOKaTOPOB KaIbIIMEBHIX KAHAIOB M3-3a MOBBIIICHUS PUCKA 3aCTOWHON CepIeUHOM
HE/I0CTaTOYHOCTH.

Jlexapcmeennvie  83aumooelicmsus: OIHOBPEMEHHbBIM IpHEM HEKOTOPHIX JIEKapCTBEHHBIX
IIPENnapaToB ¢ UTPAKOHA30JOM MOKET NPUBECTU K U3MEHEHHIO B 3(PPEKTHUBHOCTH UTpaKOHa30Ja
HA/UIn OOTHOBPEMCHHO IMPUMCHACMBIX JICKAPCTBCHHBIX ITPCIIapaTOB, BOSHUKHOBCHUIO OIMMACHLIX JJIA
KU3HHU MMOOOYHBIX peaKUil W/uiau BHE3anHoW cMepTH. IlpenapaTsl, KOTOpbIE HENb3s MPUHUMATh
OJTHOBPEMEHHO C UTPAKOHA30JI0M, HE PEKOMEHI0OBAHHBIE JUIsl OJHOBPEMEHHOT'O IIPUMEHEHUS U/ WIH
PEKOMEHI0BaHHbIE I OJHOBPEMEHHOI'O IPUMEHEHMsS C HUTPAKOHA30JIOM C OCTOPOKHOCTBIO,
NepeYrCIIeHbI B pa3zeie «B3anMoieiicTBre C IPyTUMU JIEKAPCTBEHHBIMU CPEICTBAMM.
Ilepexpecmuas eunepuyscmeumenibHOCmy: JTAHHBIE B OTHONICHWH HAJHYUS TEPEKPECTHOU
TMIIEPUYBCTBUTEIIBHOCTU MEX/ly UTPAKOHA30JI0M U JAPYTUMH IPOTUBOIPHOKOBBIMU CPEJICTBAMU C
a30JIbHOMU CTPYKTYpOM (M3 IpyMIIbl a30J10B) OrpaHuueHsbl. [Ipy Hamuuy runepayBCTBUTEILHOCTH K
JPYTUM a30J1aM CIIEAYEeT C OCTOPOKHOCTBIO Ha3HAYATh UTPAKOHA30II.

Bzaumosamensiemocms: HE PEKOMEHAYETCS B3aUMO3aMEHSEMOE NPUMEHEHHE HTpPaKoHa30ja B
¢dopme Kamncyl U UTpakoHa3oja B (opme pacTBopa sl IpueMa BHYTPb, BBUAY TOrO, UTO
HKCIO3MLIMS UTPAKOHA30JIa BBIIIE IPU UCIIOJIb30BAaHUM €ro B (hopMe pacTBopa i IpuemMa BHYTpb,
4yeM B ¢popMe Karicyll, Jaxke Ipy IprueMe OJMHAKOBBIX /103 UTPAKOHA30JIa.

CHudicenHas KUCIOMHOCMb J4Cely00YHO20 COKA. TIPU CHUKEHHON KHUCIOTHOCTH YKETyIOUHOTO COKa
abcopOums WTpakoHA3oJia W3 Kamcyn Hapymaercs. [lampeHTaM cO CHMKEHHOW KHCIOTHOCTBIO
KEJyJJOYHOTO COKa BCIIEZCTBHE 3a00JeBaHMs (HampuMmep, y MalUEHTOB C axXJOpruipueil) uiu
BCJIEJCTBME IIpHEMa JIEKapCTBEHHBIX IpernaparoB (HampUMeEp, JIEKapCTBEHHBIX CPEJCTB,
MOAABJIAIONIUX KEITYJOYHYIO CereHI/IIO) PEKOMCHAYCTCA NMPHUHHUMATh HMTPAKOHA30JI B KaIllCyJax
OAHOBPEMCHHO C KHUCJIbBIMH HAIIMTKaAaMH (TaKI/IMI/I KaK HEAUETU4YCCKad KOJ'Ia). CnenyeT
KOHTPOJIMPOBATh MPOTUBOTPUOKOBYIO aKTUBHOCTH MpenapaTa U yBeJIMUMBaTh 03y UTPAaKOHa30ja
IPU HEOOXOTUMOCTH.

Bnuanue Ha @ynkyuro nevenu: B OUYEHb PEAKUX CIIydasX IPH NPUMEHEHWUH HTPaKOHA30Ja
Pa3BUBAIOCH TSDKEIIOE TOKCHYECKOE MOpPAKEHUE TICUSHH, BKIIOYAs HECKOJBKO CIydaeB OCTpPOM
MI€YEHOYHON HEOCTATOUYHOCTH C JIETAIbHBIM UCXOJI0M. B OONBIIMHCTBE CITy4aeB 3TO MPOUCXOIMIIO
C MAIMEHTaMH, Y KOTOPBIX YK€ UMENIUCh 3a00JIeBaHMsI IEUEHH, Y TAIlUEHTOB C APYTUMHU TSHKEIBIMU
3a00JIeBaHUSAMHU, KOTOPBIM MperapaT ObLI Ha3HA4yeH AJIs JICYEHHUsS CHCTEMHBIX 3a00seBaHHM, a
TaKkKe y TAIHMEHTOB, IIOJYYaBIIMX JpyTAe JICKApCTBEHHBIE CPEICTBA, OOJIAJaoIIe
rernaToTOKCHUeCKUM JericTBueM. OHAKO y HEKOTOpBIX MAIlMEHTOB HE ObUIO COIMYTCTBYIOIIUX

3a00JICBaHUM WIIH O4YCBHUAHBIX (paKTOpOB pUCKa B OTHOIICHHU IMOPAKCHUS IICUCHHU. Heckomnpko
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TaKMX CJIy4aeB BO3HUKIIN B IIEPBBIM MECALl TEPANNHN, @ HEKOTOPBIE — B IIEPBYIO HEAEIIO JIeueHus. B
CBSI3U C 3THUM PEKOMEHJYETCsl PEryJSIpHO KOHTPOJIMPOBATh (DYHKIMIO TEUYEHHM Y MAIHEeHTOB,
IIOJIyYaOIMX TEPANNIO UTPAKOHA30JI0M. B cilyyae BO3HUKHOBEHUSI CUMIITOMOB, IPEIIOIaratonux
BO3HUKHOBEHHUE TeNaTuTa, 8 MIMEHHO aHOPEKCHH, TOLIHOTHI, PBOTHI, C1a00CTH, O0JIU B )KUBOTE U
IIOTEMHEHHUS MOYM, HEOOXOIMMO HEMEUIEHHO IPEKPaTUTh JIEYEHHE W IPOBECTU HUCCIEIO0BaHUE
¢yHkuun nedeHu. [lanueHtaM ¢ MOBBINIEHHOW aKTUBHOCTBIO II€UEHOYHBIX (DEPMEHTOB,
3a00JIeBaHMEM [I€YE€HHU B AKTUBHOM (ha3e WK MPU NEPEHECEHHOM TOKCHYECKOM OPayKEHUH TIEUEeHI
BCJIE/ICTBHE NIPHEMA JIPYTUX MPENAPATOB HE CIIEAyeT Ha3HavaTh JeueHue npenaparom Upyrun®, 3a
UCKIIIOYEHUEM TE€X CIIy4aeB, KOTJa OXKHJaeMas I10JIb3a OIPAaBIbIBACT PUCK IOPAKEHUS IECUCHHU.
Pexomenayercss mpoBoauTh HaOJIOAEHUE 3a YpOBHEM Ja0OpaTOPHBIX NIapaMeTpoB (QyHKIUH
MEYECHU y MAIMEHTOB C YK€ HMMEIONIMMCS HapylieHneM (YHKIUHM TICYeHH WM TalUeHTOB, Y
KOTOpPBIX OTMEYAJIUCh TMPOSIBICHUS TENaTOTOKCUYHOCTU JPYTUX JIEKapCTBEHHBIX CPEICTB.
HtpakoHa301 NpeuMyIIEeCTBEHHO MeTabosm3upyercss B mnedeHu. [1ocKoiIbKy y MalueHTOB C
HapyleHUsIMH (QYHKUUHM TEYCHH IOJIHBIM IMEepHOJ IOJIyBBIBEACHUS HTPAKOHA30Jla HECKOJIBbKO
YBEJIMUYEH, PEKOMEH/IyETCSI OCYLIECTBIIATh KOHTPOJIb KOHIIEHTPALMI HTpaKOHa30J1a B IJIa3Me U IIPU
HE00XOIMMOCTH KOPPEKTUPOBATH /103y Ipenapara.

Hapywenusa ¢ynkyuu nouex: naHHble M0 NPUMEHEHUIO IIpenapara y MaludeHToB ¢ HapyLIeHUSIMU
(GYHKIMH TOYEK OrpaHMYEHbl, Y HEKOTOPBIX IMAI[MEHTOB C HEIOCTaTOYHOCTHbIO (PYHKILUH IOYEK
HKCHO3MLIUSA HUTPAKOHA30Jla MOXET ObITh MOHMKeHa. [lo3ToMy TakuM manueHTaMm clemyeT
Ha3HA4aTh MPEnapaT ¢ OCTOPOKHOCTHIO.

PekoMeHnayercss OCyIIECTBISATh KOHTPOJb KOHILEHTpalMi WTpakoHa3ojla B IIa3Me€ M IpH
HE00XO0/IMMOCTH KOPPEKTUPOBATh /103y Ipenapara.

Iayuenmour ¢ ummynooepuyumom.: OUONOCTYIMHOCTh UTPAKOHA30J1a MPU HEPOPAILHOM IpHEME
MOXKET OBITh CHM)KE€HA y HEKOTOPBIX MAallMEHTOB C HapyLIEHHbIM UMMYHUTETOM, HaIllpUMeEp, y
MalUeHTOB ¢ HeurtponeHuei, mnanmueHtoB co CIIMJloM wunm mnepeHecmHX Omneparuio o
TpaHCIUIAHTAllMK OpraHoB. TakuM o0pa3oM, /103a J0JKHA ObITh CKOPPEKTUPOBAHA B 3aBUCUMOCTH
OT KJIMHUYECKOW KapTHHBI Yy 9TOW I'PyNIbI NAL[UEHTOB.

Hayuenmvr ¢ cucmemuviMu 2pUOKOBLIMU UHDEKYUAMU, NPeOCMABTAIOUWUMU  YZPO3Y IHCUSHU:
BcJeACcTBUE (PApMAaKOKMHETUYECKUX XapaKTepUCTUK (cM. mojnpazgen «PapMaKOKHHETHKAY)
npenapara MpyHuH®, Kamcylbl, €ro NpUMEHEHHE He PEKOMEHIYETCs i Hadajga JIeYeHUs
CHUCTEMHBIX MHUKO30B, IPECTABIISIIOIINX YTPO3Y )KM3HH MMALIUEHTOB.

Hayuenmvr co CIIH/[om: nedamuii Bpad JNODKEH OIECHUTh HEOOXOIUMOCTh Ha3HAYEHUS
noaaepxkuparonelt tepanun y BUY-unpunuposannbix nanueHTos, umeronux CITNUL, y koTopbix
CYLIECTBYET PUCK pElMIUBa, paHee MOJYYaBIIUM JIEYEHUE IO MOBOAY CHCTEMHBIX I'PHOKOBBIX

UHEKIUH.
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IIpumenenue 6 neouampuueckol npaxmuxe: TOCKOJIbKY KIMHUYECKUX JAHHBIX O MPUMEHEHUU
UTpaKOHa30jJa y JeTeid HeAOCTaTOYHO, PEKOMEHIyeTcs Ha3HauyaTh Mpenapar IETsSM TOJIbKO B
Clly4ae, eclid BO3MOKHAs M0JIb3a OT JICUCHHUS MPEBBIIIACT MOTEHIUATBLHBIN PUCK.

JKenwunam 0emopoonozo 6ospacma, TpUHAMAOIMM Tnpenapar Hpyaun®, HeoOX0auMo
UCIIOJIb30BaTh aJIEKBaTHBIE METO/bl KOHTPALCIIIMN Ha MPOTSKEHUH BCEro Kypca JIeUeHUs BILIOTh
710 HACTYIIJICHUS TEPBOIl MEHCTPYaIUU TOCJE €ro 3aBEepPIICHHUS.

Jleuenue credyem npexkpamums TIPH BO3HUKHOBEHUHU TepH(EpUUECKON HeHpomaTtuu, KoTopas
MOKET OBITH CBSI3aHA C PUEMOM Karicyi npenapara Upynun®.

llepexpecmnas pe3ucmenmHocms. TIPU CUCTEMHBIX KaHIU103aX, MPEINOI0KUTEIHHO BEI3BAHHBIX
dirykoHa30J-pe3ucTeHTHhIME mTaMmamu Candida, Henb3si IpeAnoa0XKuTh TyBCTBUTEIBHOCTD K
WUTPAKOHA30JTy, CJIEI0BATEIbHO, PEKOMEHIYETCS MPOBEPUTHh UYBCTBUTEIHHOCTH MEPE] HAdaIoM
Tepanuu UTPaAKOHA30JIOM.

Tlayuenmwl nosicuno2o o3pacma: NaHHbIE MO MPUMEHEHUIO UTPAKOHA30J1a y MAIIUEHTOB OXKUIIOTO
BO3pacTa OrpaHUYeHbl. PexoMeHyeTcss Ha3HauaTh Mpenapar TOJIbKO B Clydae, €clid BO3MOKHAs
M0JIb3a OT JICUYEHUS TIPEBBIIIAET MOTEHIIUATBHBIN PUCK.

B memom pexomeHayeTcs mpu moad0Ope A03bI U MAIMEHTOB IOXKWIJIOTO BO3pacTta OOpaTHTh
BHUMAaHHE HA YacTOTY CHUXEHHS (YHKIMH TEUEHH, MOYEK, CepJeUHO-COCYAUCTON CHUCTEMBI U
COIyTCTBYIOIIMX 3a00I€BaHUM UIIH IPYTON JI€KapCTBEHHOM Teparuu.

Ilomeps cnyxa: cooOUAoch O BPEMEHHOW WM CTOMKOM MOTepe ciyxa y TAalleHTOB,
MPUHUMAIOIINX HTPAKOHA30J. B HEKOTOPHIX Cllydasx MOTEpsl cilyXxa MpoucxoAmwia Ha (oHe
OJIHOBPEMEHHOTO TprueMa ¢ XUHUAMHOM (cM. pa3aensl «lIpoTuBomnokazanus» u «B3aumoneiicTeue
C IPyTUMH JICKAPCTBEHHBIMU CpeacTBaMm»). Ci1yX 0OBIYHO BOCCTAHABIMBAETCS MMOCTE OKOHYAHHUS
Tepanuy UTPAKOHA30JIOM, OJIHAKO Y HEKOTOPBIX MAIIMEHTOB MOTEPs cliyxa HeoOpaTuMma.
Myxkosucyuoos (kucmo3suwiii oubpo3): y MalMeHTOB ¢ MYKOBUCIIUI030M (KUCTO3HBIM (hHUOPO30M)
Ha0Ir01amach BapruabeIbHOCTh KOHIICHTPAIIMM MUTPAKOHA30JIa B TUIa3Me KPOBU MPU MPUMEHEHUH
UTpakoHa3ona B ¢opMe pacTBOpa JUisl MpuemMa BHYTPh B Jo03e 2,5 MI/KT 2 pa3a B cyTku. Kak
CJIe/ICTBHE, TEPANIEBTUYECKAs] PABHOBECHAsI KOHIICHTPALIUSI UTPAKOHA30J1a B MJIa3M€ KPOBU MOXKET
HE IOCTUTaThCs. PaBHOBECHBIE KOHIIEHTpauu >250 HI/MJT TOCTUTATUCh MpUOIM3uTensHo y 50 %
MMalMEeHTOB cTapuie 16 JieT U He JOCTUrajauch HU y OJHOro mnanveHta miuaame 16 ser. Ilpu
OTCYTCTBMH OTBETa Ha TEpamuio mnpenaparoM MpyHuH®, Kamncyibl, CIEIyeT pacCMOTPETh
BO3MOKHOCTh NI€peXojia Ha allbTEPHATUBHYIO TEPAIUIO.

Cnocobnocms Kk 3auamulo. B WCCIEIOBAHMSIX Ha XUBOTHBIX OTMEYANaCh PENPOIyKTHUBHAsS

TOKCHUYHOCTBH UTpaKOHa30Ja.
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Bausinue Ha ClIOCOOHOCTH YNIPABJIATH TPAHCIOPTHBIMHU CPeICTBAMM, MEXaHU3MaMH

WccnenoBanus 1o U3y4yeHHIO BIUSIHUSA UTPAKOHA30J1a HA CIIOCOOHOCTD YIPABIISITh TPAHCIIOPTHBIMU
CpeacTBaMu u paboTaTh ¢ TEXHUKOW HE MPOBOIWINCH. HeoOXoauMo NpHHUMAThL BO BHUMAaHUE
BO3MOXXHOCTh BO3HHUKHOBEHHUS MOOOYHBIX PEaKIUH, TaKUX Kak TOJIOBOKPY)KCHHE, HapyIICHHE
3peHus U noteps ciryxa (cM. «Ilo6ounoe aerictBuey). [Ipu mosBICHUHN ONMMCAHHBIX HEXEJIATEIbHBIX

peaKHI/Iﬁ CICOYCT BO3ACPKATHCA OT BBINIOJIHCHUSA YKa3aHHBIX BUAOB ACATCIbHOCTH.

dopma BhINIYCKA

Kancymnsi, 100 mr.

ITo 5, 6, 7, 10, 14 wim 15 kancya moMemaroT B KOHTYPHYIO STYEHKOBYIO YIIAKOBKY M3 IJICHKH
MOJINBUHUJIXJIOPUAHON CBETO3AIUTHON U (DOJIbI'M ATFOMUHUEBOM eYaTHON JTAKUPOBAHHOM.

1,2, 3 unu 4 KOHTypHBIE TYEUKOBBIE YIIAKOBKH BMECTE C MHCTPYKIUEHN 110 IPUMEHEHUIO IOMEIIAI0T

B ITaYKy U3 KapTOHA.

YcioBus XpaHeHust
[Ipu Tremnieparype He Bbiie 25 °C.

XpaHUTh B HEJOCTYITHOM JJIsl €Tl MecTe.

Cpox rognoctu
3 rona.

He MNPUMCHATH IO UCTCUCHUHN CPOKA 'OAHOCTH.

YcioBus oTIyCcKa

OTnyckaroT Mo peLenty.

IIpousBoauTenn

AO «BEPOOAPM»

Adpec npoussoocmea: Poccus, 308013, r. benropon, yn. Pabouas, 1. 14.
Ten.: (4722) 21-32-26; daxc: (4722) 21-34-71.

Baapenen permcrpanMoHHOro yaocroBepeHus/Opranuszanus, NPHUHAMAKOIIAA IpPeTeH3HHU
norpeduTese

AO «<BEPOOAPM»

Poccus, 115088, r. Mocksa, 2-i1 FOxHOnopToBsIii poesn, A. 18, ctp. 9, atax 2.

Ten: +7 (495) 797-57-37

33


tel:+7

Dakc: +7 (495) 792-53-28

E-mail; info@veropharm.ru

https://veropharm.ru
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